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Foreword 


The  Agency  for  Health  Care  Policy  and  Research  (AHCPR)  convened  this  conference  to  provide  a  neutral  forum  for 
discussions  about  the  designation  of  innovative  medical  technologies  as  experimental  or  state-of-the-art. 
Presentations  were  from  diverse  viewpoints,  and  speakers  included  policymakers,  practitioners,  manufacturers, 
legislators,  payers,  attorneys,  ethicists,  and  others  involved  in  decisions  about  health  care  technology  designations. 

These  proceedings  offer  insight  into  the  ongoing  debate  that  surrounds  new  health  care  technologies  and  decisions 
about  their  effectiveness,  availability,  and  use. 

We  hope  that  this  volume  will  serve  as  both  a  foundation  and  a  springboard  for  expanded  dialogue  among  all  those 
concerned  about  development  and  use  of  new  health  care  technologies.  AHCPR  invites  you  to  participate  in  this 
dialogue  and  welcomes  your  comments. 


J.  Jarrett  Clinton,  M.D.,  M.P.H. 
Administrator 

Agency  for  Health  Care  Policy  and  Research 
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Preface 


This  volume  features  the  presentations  and  discussion  from  the  conference,  "New  Medical  Technologies: 
Experimental  or  State-of-the-Art?"  convened  and  sponsored  by  the  Agency  for  Health  Care  Policy  and  Research.  A 
panel  of  experts  provided  their  perspectives  on  the  critical  issues  that  affect  determinations  about  when  and  if  an 
experimental  endeavor  has  moved  to  that  level  of  care  believed  to  represent  the  most  advanced  and  proven 
intervention  available. 

These  issues  concern  the  entire  spectrum  of  the  medical  community  and  the  public  as  well.  Thus  far,  the  medical 
community  has  paid  inadequate  attention  to  this  problem.  Indeed  the  approach  taken  by  those  involved  in  decisions 
about  health  technologies  has  dramatically  increased  the  divisive  and  fractious  nature  of  this  debate  as  evidenced  by  an 
increasingly  frequent  resort  to  the  legal  system  to  settle  the  point.  Few  would  disagree  with  the  proposition  that  to  date 
the  medical  community  has  failed  to  provide  sufficient  clarity  to  this  issue. 

In  December  of  1862,  Abraham  Lincoln  sent  a  message  to  Congress.  He  said,  "The  dogmas  of  the  quiet  past  are 
inadequate  to  the  stormy  present."  And  he  said,  "The  occasion  is  piled  high  with  difficulty  and  we  must  rise  to  the 
occasion.  As  our  case  is  new,  we  must  think  anew  and  act  anew." 

AHCPR  has  taken  a  first  step  by  providing  an  opportunity  for  interested  parties  to  make  their  perspectives  clear  on 
this  issue  and  begin  a  process  of  thinking  anew  to  the  benefit  of  the  public  health  of  the  country. 


Thomas  V.  Holohan,  M.D. 
Director 

Office  of  Health  Technology  Assessment 
Agency  for  Health  Care  Policy  and  Research 
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Ethical  Perspective 
Thomas  V.  Holohan,  M.D. 


Dr.  Edmund  Howe,  our  scheduled  speaker  on  ethics,  is 
unable  to  be  here,  so  I  will  speak  from  the  ethical  per- 
spective. Although  I  am  not  a  specialist  in  this  area,  I 
have  taught  an  ethics  course  at  the  Uniformed  Services 
University  of  the  Health  Sciences  Medical  School  for 
the  past  4  years. 

Dr.  Howe's  abstract  addressed  the  conflict  between  a 
paternalistic  view  of  medical  care  and  the  principle  of 
patient  autonomy.  He  correctly  pointed  out  that  soci- 
ety's current  consensus  tends  to  favor  autonomy  in 
choosing  those  diagnostic  or  therapeutic  options  that 
may  be  offered. 

I  will  not  present  what  I  can  only  presume  to  be  Dr. 
Howe's  thesis,  instead  I  would  like  to  raise  a  series  of 
questions  about  ethical  considerations  that  are  relevant 
to  the  provision  of  novel  or  innovative  care.  My  hope  is 
that  by  considering  these  questions,  we  can  determine 
the  ethical  framework  within  which  treatment  decisions 
must  be  made. 

First,  we  must  remember  that,  broadly  speaking,  ethics 
has  virtually  always  been  an  integral  part  of  the  practice 
of  medicine.  Dr.  Erich  Loewy  in  a  paper  on  teaching 
ethics  to  medical  students  pointed  out  that  ancient  texts 
on  medicine  abound  with  references  to  the  role  of  ethics 
in  determining  permissible  actions.  According  to  Plato, 
the  difference  between  art  and  craft  is  that  art  has  a  moral 
end,  and  in  a  craft,  the  end  is  the  technical  activity  itself. 
Traditionally,  medicine  has  been  considered  an  art  that 
has  a  moral  end  inseparable  from  its  technical  activity. 

In  addition,  an  ethical  or  ethically  permissible  act  is  in 
accord  with  some  moral  standard  or  code  of  conduct. 
Such  codes  have  commonly  been  adopted  in  medicine 
and  in  other  professions  as  well.  We  must,  however,  at 
the  same  time  acknowledge  that  individuals  perceive 
moral  dimensions  differently,  and  the  ethical  environ- 
ment is  made  up  of  many  shades  of  gray.  This  does  not 
mean  that  all  moral  judgments  are  matters  of  personal 
opinion,  each  as  valid  as  the  other.  To  posit  that  belief 

Dr.  Holohan,  Conference  Moderator,  is  Director,  Office  of  Health 
Technology  Assessment,  Agency  for  Health  Care  Policy  and  Re- 
search. 


would  be  to  say  in  effect  that,  in  a  given  situation,  all 
possible  actions  have  equal  moral  standing — all  are  as 
good  as  the  others.  Few  of  us  would  agree  with  that 
statement. 

These  considerations  are  unsettling  to  those  who 
would  prefer  absolute  answers,  but  they  are  central  to 
ethics  which  requires  only  relative  certainty,  sometimes 
referred  to  as  moral  certainty.  For  example,  Dr.  Dennis 
Doherty  of  Marquette  University  pointed  out  that  a  mir- 
acle cure  is  always  a  possibility.  In  fact,  there  is  not  ab- 
solute certainty  that  one  will  not  occur.  However,  to 
continue  to  treat  a  patient  aggressively  as  though  a  mira- 
cle was  probable  would  in  the  common  estimation  be 
unreasonable.  Hence,  it  is  ethically  permissible  to  de- 
cide to  discontinue  treatment  because  of  the  relative  cer- 
tainty that  no  miracle  will  occur.  As  in  most  decisions 
made  in  life,  probability  or  relative  certainty  suffices  in 
ethical  considerations.  An  ethically  permissible  action 
then  is  one  based  on  considered  judgment  or  an  educated 
opinion  that  may  be  only  as  good  as  the  evidence  on 
which  it  is  based. 

Proceeding  then,  I  will  begin  with  a  set  of  questions  we 
all  need  to  consider:  As  a  society,  do  we  believe  that  all 
persons  have  the  right  of  access  to  medical  care?  If  that 
is  our  belief,  is  this  right  limited  in  any  way,  and  if  so, 
how?  How  far  should  the  principle  of  autonomy  ex- 
tend? On  the  assumption  that  there  is  at  least  tacit  agree- 
ment that  medical  care  is  not  simply  a  commodity  avail- 
able to  those  with  sufficient  resources,  we  must  then 
provide  a  system  that  will  justly  distribute  the  risks, 
benefits,  and  burdens  attendant  to  such  care. 

For  example,  few  would  argue  that  a  given  patient  has 
an  ethical  right  to  all  of  the  particular  resources  of  a  hos- 
pital (for  instance,  blood  products),  if  the  exercise  of  that 
right  would  deprive  others  of  their  own  access  to  that  re- 
source or  service.  Although  this  example  is  relatively 
straightforward,  it  is  much  less  clear  as  to  how  far  one 
individual's  right  to  health  care  may  infringe  on  others' 
access  if  the  cost  is  measured  instead  in  terms  of  avail- 
able resources  such  as  hospital  beds,  clinician  services, 
or  even  financial  support.  Some  societies  have  made 
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such  choices  explicit,  such  as  the  British  National 
Health  Service. 

How  does  this  concern  relate  to  new  technology?  In 
the  case  of  emerging  technology,  the  issue  is  further 
clouded  by  concerns  about  whether  the  service  is  unde- 
niably beneficial  to  the  patient.  One  could  argue  that  a 
right  to  medical  care  does  not  ipso  facto  imply  a  right  to 
all  care.  Benjamin  Freedman  of  the  McGill  Center  for 
Medicine,  Ethics,  and  Law  pointed  out  that  although  pa- 
tients are  ethically  entitled  to  treatment,  the  term  "medi- 
cal treatment"  must  be  defined  by  medical  and  scientific 
data,  and  a  right  to  treatment  does  not  encompass  every 
intervention. 

Is  there  then  an  ethical  right  of  access  to  an  innovation 
prior  to  its  having  been  demonstrated  to  provide  a  thera- 
peutic advantage?  Dr.  Mathilde  Krim  has  advocated  the 
provision  of  unproven  drugs  to  treat  patients  whose 
lives  are  in  jeopardy,  not  out  of  a  wish  that  the  treatment 
will  work,  but  out  of  respect  for  a  patient's  right  to  fight 
for  life  with  any  tool. 

In  considering  the  treatment  options  for  seriously  ill 
newborns,  the  President's  Commission  for  the  Study  of 
Ethical  Problems  in  Medicine  and  Biomedical  and  Be- 
havioral Research  allowed  the  provision  of  what  it 
termed  "futile  treatments"  if  they  were  done  in  accor- 
dance with  parental  preference.  In  this  case,  the  concept 
of  autonomy  was  believed  to  be  paramount.  What 
would  be  the  ethically  permissible  decision,  however,  if 
the  provision  of  futile  care  was  demonstrated  to  deprive 
other  patients  of  resources  appropriate  to  their  care? 

The  issues  regarding  innovative  technology  become 
even  more  complex  at  the  bedside.  A  physician's  first 
ethical  responsibility  is  to  his  or  her  own  patients'  wel- 
fare, and  that  responsibility,  in  general,  transcends  those 
to  society  at  large.  We  have  not  yet  charged  the  individ- 
ual physician  with  the  overt  preservation  of  resources  to 
the  detriment  of  his  particular  patient.  In  addition,  most 
patients  believe  that  their  doctor  will  do  all  he  or  she 
deems  necessary  in  their  best  interest. 

The  ethical  problem  for  the  physician  who  provides  an 
innovative  aspect  of  medical  care  is  particularly  intense. 
One  view  has  held  that  in  the  case  of  an  illness  for  which 
there  is  no  effective  treatment,  if  a  physician  knows  of 
even  one  case  in  which  a  patient  responded,  the  clinician 
could  recommend  that  treatment.  Before  an  interven- 
tion has  reached  acceptable  levels  of  scientific  certainty, 
however,  there  is  no  proof  of  effectiveness,  and  to  offer 
therapy  as  though  such  proof  exists  is  misleading. 
Moreover,  clinicians'  recommendations  may  be  subject 
to  enthusiasm  for  or  belief  in  an  intervention  in  the  ab- 
sence of  reasonable  evidence  for  benefit. 

On  the  darker  side,  the  advocacy  of  an  intervention 
may  be  related  to  the  financial  benefit  of  the  practitioner. 


In  the  latter  instance,  the  ethical  implications  of  such  be- 
havior need  no  further  elaboration. 

Patients  by  their  very  nature  are  among  the  most  vul- 
nerable persons  in  society.  A  greater  or  lesser  degree  of 
coercion  may  exist  in  the  patient/physician  relationship, 
and  patients  may  feel  compelled  to  agree  to  certain 
forms  of  care  to  maintain  their  access  to  treatment  or  the 
desired  relationship  with  the  caregiver.  Such  circum- 
stances require  careful,  precise  judgment  on  the  part  of 
the  clinician.  Enthusiasm  for  innovation  is  no  substitute 
for  respect  for  persons  or  the  principle  of  beneficence, 
that  is,  doing  good  and  avoiding  harm  and  observing  the 
principles  of  distributive  justice. 

Some  years  ago,  a  baboon's  heart  was  transplanted 
into  an  infant  at  a  West  Coast  medical  center.  Was  this 
procedure  performed  because  it  had  been  concluded  that 
it  was  inherently  reasonable,  the  expected  benefits  out- 
weighed the  risks,  and  relevant  ethical  principles  had 
been  met?  In  that  same  time  period,  a  surgeon  in  the 
Southwest  implanted  an  artificial  heart  in  a  patient  even 
though  the  Food  and  Drug  Administration  had  expressly 
forbade  any  further  implantation  of  such  devices  based 
on  the  results  of  several  prior  studies.  The  surgeon's  re- 
sponse was  that  the  circumstances  represented  an  emer- 
gency, there  was  no  alternative,  and  he  would  do  it 
again.  Does  this  treatment  constitute  an  ethically  per- 
missible act?  Perhaps  more  importantly,  was  that  ques- 
tion ever  raised?  Is  it  ethical  to  proceed  in  the  presence 
of  data  indicating  that  the  treatment  is  not  effective? 
Further,  should  either  of  these  extreme  cases  be  eval- 
uated in  terms  of  the  resources  required?  Finally,  how 
much  weight  need  be  given  to  the  patient's  desire  for  the 
treatment? 

We  have  recently  seen  examples  of  well-respected  cli- 
nicians who  have  stated  and  testified  in  court  that  a  par- 
ticular innovative  treatment  was  the  best  available  ther- 
apy for  patients  with  a  life-threatening  disease.  Several 
written  statements  to  that  effect  have  from  time  to  time 
been  forwarded  to  me.  Yet,  a  meeting  of  experts  in  the 
field  convened  by  the  National  Institutes  of  Health  con- 
cluded that  the  benefit  of  the  procedure  had  not  been  ad- 
equately demonstrated  and  that  a  randomized  trial  was 
necessary  to  determine  the  most  effective  approach. 
Some  of  the  clinicians  who  had  advocated  the  technolo- 
gy as  the  best  available  treatment  are  participating  in  this 
trial,  wherein  patients  are  informed  in  writing  that  it  is 
not  known  to  be  superior  to  standard  therapy  and  there- 
fore random  assignment  to  treatment  groups  is  consid- 
ered to  be  ethically  permissible.  On  which  side  of  this 
question  do  we  believe  the  ethical  imperative  lies?  In 
the  practice  of  medicine,  the  advocacy  of  a  novel  proce- 
dure occurs  frequently  on  the  basis  of  personal  interpre- 
tation of  evidence  or  expert  opinion,  but  at  the  same  time 


others  have  suspended  judgment  while  awaiting  evi- 
dence that  would  permit  more  definitive  assessment  of 
probable  benefit.  Here  again,  should  the  question  of  re- 
source demands  be  a  consideration? 

Finally,  these  questions  increasingly  have  been  re- 
ferred to  the  courts  for  determination.  Although  the  le- 
gal perspective  will  be  provided  by  Mr.  Stein,  I  should 
not  fail  to  point  out  that  law  and  ethics  are  not  identical. 
That  is,  although  a  final  decision  as  to  how  one  must  act 
may  be  that  of  the  court,  courts  issue  legal  and  not  ethical 
pronouncements.  One  ethicist  has  said,  "As  law  would 
balance  interests,  so  ethics  balances  values." 

One  can  clearly  posit  circumstances  in  which  an  indi- 
vidual or  an  institution  may  act  unethically  but  not  ille- 
gally. Conversely,  the  civil  rights  movement  has  pro- 
vided many  recent  examples  of  decisions  to  act  illegally 
in  service  to  an  overriding  ethical  imperative. 

If  in  this  brief  discussion  I  have  raised  more  questions 


in  your  minds  than  I  have  provided  answers,  I  must  ad- 
mit to  satisfaction,  since  I  believe  the  very  essence  of 
ethics  is  in  the  question,  not  in  the  axiom.  On  a  personal 
note,  in  my  own  career  in  medicine,  I  have  noted  the  vir- 
tual absence  of  formal  training  in  medical  ethics  until  re- 
cent years.  Such  decisions  were  generally  made  on  a 
case-by-case  basis,  grounded  in  the  often  poorly 
thought-out  proclivities  or  even  idiosyncracies  of  indi- 
vidual practitioners.  Dr.  Edward  Pellegrino,  head  of  the 
Bioethics  Institute  at  Georgetown,  lectures  each  year  to 
the  students  at  the  Uniformed  Services  University  of  the 
Health  Sciences  School  of  Medicine.  He  has  told  the 
medical  students  to  remember  that  a  patient's  best  pro- 
tection is  ultimately  the  doctor's  own  character  and  ethi- 
cal principles.  That  concept  is  perhaps  nowhere  as  cru- 
cial as  in  the  provision  of  innovative  care  or  emerging 
technologies  to  our  patients. 
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Legal  Perspective 
Robert  E.  Stein,  LL.B. 


My  remarks  at  this  conference  are  being  made  princi- 
pally in  my  capacity  as  a  member  of  the  American  Bar 
Association's  (ABA's)  Coordinating  Committee  on 
AIDS  (acquired  immunodeficiency  syndrome),  al- 
though I  am  also  an  attorney  in  Washington,  DC,  and  an 
adjunct  professor  at  Georgetown  University  where  I 
teach  a  seminar  on  human  immunodeficiency  virus 
(HIV)  law,  policy,  and  dispute  resolution.  It  is  not  often 
that  a  group  of  physicians  and  health  policy  experts  will- 
ingly requests  the  comments  of  a  member  of  the  legal 
profession,  and  for  that  reason,  as  well  as  because  of  the 
ABA's  and  my  own  interest  in  the  subject,  I  am  happy  to 
participate  in  this  conference. 

It  is  sometimes  said,  and  not  always  jokingly,  that  if 
two  lawyers  get  in  a  room  together,  there  is  going  to  be 
an  argument.  For  that  reason,  the  ABA's  accomplish- 
ment— with  over  350,000  members — through  its  gov- 
erning body,  the  House  of  Delegates,  in  reaching  agree- 
ment on  a  very  succinct  set  of  policy  recommendations 
dealing  with  AIDS  should  not  be  underestimated.  It  is 
certainly  true  that  in  this  area,  as  in  so  many  others  in 
which  there  are  divergent  interests  and  the  law  is  in- 
volved, there  can  be  significant  differences  of  opinion. 
The  achievement  of  the  ABA,  therefore,  in  agreeing  on  a 
set  of  clear  and  well-thought-through  recommendations 
is  to  be  applauded. 

The  specific  reason  for  this  conference  is  to  reflect  on 
the  differentiation  between  experimental  and 
state-of-the-art  medical  technologies.  There  really  can- 
not be  a  resolution  of  the  outstanding  issues,  and  this 
conference  is  not  going  to  resolve  them,  but  the  breadth 
of  the  perspectives  of  the  individuals  and  groups  attend- 
ing the  conference  will  give  the  Agency  for  Health  Care 
Policy  and  Research  (AHCPR)  better  tools  to  help  find 
workable  solutions  to  some  of  the  questions. 

From  the  perspective  of  the  ABA  recommendations, 
these  issues  have  been  addressed  in  the  context  of  drug 
development  for  HIV  and,  I  should  add,  for  other 
life-threatening  diseases.  In  this  sense,  HIV  is  seen  by 
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some  as  a  paradigm  for  many  serious  illnesses  and  con- 
ditions. For  others,  HIV  is  viewed  as  unique  and  an  ex- 
ception to  what  the  process  is  or  should  be,  since  they 
consider  that  the  process  is  working  pretty  well  at  the 
present  time.  Which  of  these  viewpoints  is  adopted  in 
the  future  will  determine  some  of  the  answers  to  the 
questions  before  us. 

The  portion  of  the  ABA  recommendations  dealing 
with  drug  development  for  HIV  falls  into  three  different 
categories.  First,  issues  surrounding  the  acceleration  of 
the  approval  process;  second,  strengthening  and  ex- 
panding the  ways  in  which  drugs  and  other  therapies  can 
be  made  available  to  a  broader  group  of  individuals  prior 
to  full  Food  and  Drug  Administration  (FDA)  approval; 
and  third,  issues  relating  to  the  cost  of  experimental 
drugs  and  reimbursement  questions  about  who  pays  for 
the  drugs  and  attendant  medical  care. 

Each  of  these  issues  has  an  impact  on  the  ways  in 
which  innovative  medical  technology — including 
drugs,  vaccines,  and  devices — are  used  and  also,  in  the 
case  of  HIV,  has  a  very  direct  bearing  on  whether  the 
technology  is  considered  to  be  experimental  or 
state-of-the-art.  These  are  not  three  discrete  areas;  each 
interacts  with  the  other.  Consequently,  there  has  been  a 
blurring  of  the  distinctions  between  experimental  and 
state-of-the-art  therapies  because  of  the  special  nature 
of  HIV  and  other  life-threatening  diseases. 

In  a  discussion  of  the  changes  brought  about  by  AIDS 
or  believed  to  be  needed,  it  makes  sense  to  start  with  the 
baseline.  The  FDA  is  charged  by  the  Food,  Drug,  and 
Cosmetic  Act  with  reviewing  products,  drugs,  vaccines, 
and  biologies  and  approving  them  for  distribution  when 
they  have  been  shown  to  be  safe  and  effective  for  partic- 
ular indications. 

Traditionally,  this  has  been  done  through  structured 
clinical  trials  in  which  efficacy  is  demonstrated  by  com- 
parison with  a  placebo.  There  are  good  reasons  for  the 
processes,  as  there  is  a  definite  consumer  interest  in  the 
role  that  is  played  by  the  agency — a  role  on  which  other 
Americans  and  certainly  people  outside  the  United 
States  have  come  to  rely. 


5 


Given  the  exigencies  of  HIV  that  the  virus  is  fatal  over 
time,  that  there  is  no  cure,  and  that,  for  an  increasing 
number  of  people  with  HIV,  experimental  drugs  provide 
their  only  hope  and  their  only  access  to  medical  care, 
many  have  come  to  believe  that  there  should  be  ways  to 
make  promising  agents  available  more  quickly  and  to  a 
larger  group  of  people.  Thus,  in  one  of  its  first  recom- 
mendations, the  ABA  urged  that  the  FDA  continue  and 
expand  efforts  to  accelerate,  review,  approve,  and  dis- 
seminate HIV-related  drugs,  vaccines,  and  medical  de- 
vices. It  was  recognized  even  before  the  Lasagna  Com- 
mittee and  the  Edwards  Commission  that  the  approval 
process — especially  where  it  pertains  to  serious  and 
life-threatening  illnesses  such  as  AIDS — deserves  the 
full  attention  of  the  FDA  and  that  if  additional  personnel 
are  needed  in  order  to  meet  these  needs,  the  FDA  should 
get  the  increased  personnel  necessary  to  expedite  FDA 
review.  The  FDA  has  made  a  number  of  efforts  in  that 
direction. 

Once  a  drug  has  been  demonstrated  as  safe  and  there  is 
preliminary  evidence  of  efficacy  under  the  regulatory 
system — and,  at  least  in  my  opinion,  the  legal  system 
certainly  includes  the  regulatory  system  in  addition  to 
decisions  that  are  rendered  by  courts — there  are  still 
several  steps  to  go  to  develop  a  better  understanding  of 
efficacy.  What  may  appear  to  be  experimental  to  some, 
may  seem  to  be  state-of-the  art  to  individuals  without  vi- 
able alternatives;  they  want  to  take  part.  Moreover,  for  a 
number  of  people,  clinical  trials  can  be  difficult  to  get 
into  because  once  a  trial  is  fully  subscribed,  it  may  not  be 
available. 

Therefore,  the  ABA  in  its  recommendations  supported 
community-based  drug  trials  as  a  way  to  make  exper- 
imental therapies  available  to  a  wider  range  of  individu- 
als with  HIV.  The  recommendations  do,  moreover, 
make  clear  that  the  FDA  should  continue  to  require 
demonstration  of  drug  efficacy  in  well-controlled  stud- 
ies. The  particular  conflict  has  not  turned  out  to  be  as  se- 
rious as  originally  thought.  The  expanded-access  pro- 
gram for  dideoxyinosine,  for  example,  which  was  re- 
cently approved  by  FDA,  confirmed  that  clinical  trials 
can  proceed,  even  though  it  takes  a  little  longer  to  fill 
them  up  while  the  drug  is  being  made  available  through 
an  expanded-access  program  to  many  thousands  of  indi- 
viduals for  whom  there  is  no  other  available  therapy. 

Another  related  development  which  is  also  confirma- 
tory of  the  blurring  of  lines  is  that  the  trial  for  a  better 
drug  will  give  volunteers  an  existing  state-of-the-art 
drug  as  a  control  rather  than  a  placebo.  This  was  done, 
for  example,  in  the  recently  concluded  study  that  com- 
pared an  experimental  drug,  Foscarnet,  with  an  ap- 
proved therapy,  Ganciclovir,  for  cytomegalovirus  reti- 
nitis. Both  drugs  are  used  for  that  purpose,  and  Foscar- 


net was  recently  approved.  It  is  considered  by  many  to 
be  unethical  to  give  a  placebo  to  a  person  with  a  terminal 
illness  when  the  purposes  of  the  trial  will  be  just  as  well 
served  by  comparing  the  new  candidate  with  an  ap- 
proved drug. 

There  is  a  danger,  though.  Some  of  you  may  have  seen 
the  article  in  the  New  York  Times  about  buyer's  clubs, 
and  there  is  a  fear  that  if  some  people  in  a  clinical  trial  are 
getting  either  a  placebo  or  the  control  drug,  they  still 
may  seek  an  experimental  drug  through  an  underground 
market.  Personally,  I  do  not  think  that  is  a  good  way  to 
conduct  a  clinical  trial,  and  it  is  certainly  not  going  to 
give  the  needed  results,  although  from  the  perspective  of 
the  individual,  it  is  understandable. 

In  1989,  when  the  ABA  recommendations  were  ap- 
proved by  the  House  of  Delegates,  the  concept  of  a  treat- 
ment investigational  new  drug  (IND)  was  supported  as  a 
way  of  making  experimental  drugs  more  widely  avail- 
able to  patients  with  serious  or  life-threatening  diseases 
when  there  is  no  satisfactory  therapy.  Since  then  and  in 
addition  to  treatment  IND,  a  number  of  concepts,  in- 
cluding emergency  INDs,  compassionate  use,  open-la- 
bel protocols,  and  the  expanded-access  program,  have 
all  included  ways  to  provide  drugs  to  individuals  or 
groups  before  they  are  approved. 

There  is  also  a  proposal  for  a  parallel  track  mechanism. 
There  is  conditional  approval  and  most  recently  early 
approval  with  postapproval  studies — the  phrase  in  use  is 
"postmarketing  studies,"  but  it  is  after  the  approval  pro- 
cess that  we  are  really  talking  about.  These  concepts  are 
important  and  should  be  critically  examined,  and  at  least 
one  should  be  approved.  There  are  good  reasons  to 
make  certain  drugs  available  to  as  many  people  as  possi- 
ble, as  long  as  the  clinical  trials  are  proceeding  and  the 
FDA  is  able  to  continue  to  collect  data,  even  if  it  is  after 
the  approval  of  the  drug. 

The  timing  of  when  a  drug  ceases  to  be  viewed  as  ex- 
perimental and  becomes  state-of-the-art  so  that  it  can  be 
prescribed  by  a  physician  continues  to  be  blurred.  The 
official  sanction  of  an  institution  such  as  the  FDA  is  very 
important  to  the  determination.  Expansion  should  be 
viewed  not  only  in  terms  of  the  number  of  people  but 
also  the  groups  of  people  who  have  access  to  the  drug. 
Minorities,  elderly  persons,  women,  and  children  are  of- 
ten excluded  from  clinical  trials,  but  certainly  they 
should  be  considered  in  expanded-access  protocols  so 
long  as  appropriate  informed  consent  is  used. 

This  brings  us  to  the  third  and  sometimes  most  difficult 
and  controversial  part  of  the  discussion:  the  critical 
question  of  reimbursement  or  who  pays  for  these  thera- 
pies. Until  recently,  this  was  one  of  the  few  bright  lines 
that  could  be  pointed  to  in  determining  the  experimental 
nature  of  a  drug.  With  only  a  few  exceptions,  the  costs  of 
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clinical  trials  are  borne  by  the  drug  companies.  If  there 
is  an  expanded-access  program,  the  cost  to  the  company 
of  the  drug  alone  can  be  significant.  In  addition,  there 
are  the  costs  of  attendant  medical  care,  including  ancil- 
lary treatment,  testing,  reporting,  and  recordkeeping.  It 
is  not  clear  who  is  to  pay  for  that. 

Both  public  and  private  insurers  have  looked  to  the 
FDA's  blessing — new  drug  approval — as  a  condition  of 
payment.  Moreover,  although  a  physician  can  prescribe 
an  approved  drug  for  a  patient  for  whatever  reasons  the 
physician  believes  appropriate,  many  third-party  payers 
will  only  reimburse  for  those  indications  for  which  the 
drug  is  approved.  For  example,  a  drug  such  as  azidothy- 
midine  (AZT)  was  viewed  as  approved  or 
state-of-the-art  for  some  people  and  some  purposes  and 
still  experimental  and  therefore  not  reimbursable  for 
others.  The  ABA  recommendations  indicate  that  insur- 
ers should  be  encouraged  to  include  coverage  of  drugs 
that  have  been  approved  by  the  FDA  under  a  treatment 
IND  mechanism  or  approved  generally — which  would 
include  some  of  the  expanded-access  categories — for 
whatever  indications  the  responsible  physician  believes 
to  be  appropriate. 

A  number  of  court  decisions  have  held  that,  where 
there  are  good  medical  reasons  to  use  an  experimental 
therapy — for  example,  bone  marrow  transplant  for  a 
person  with  HIV  or  breast  cancer — the  fact  that  the  bone 
marrow  transplant  is  investigational  or  experimental 
does  not  bar  reimbursement  so  long  as  the  procedure  is 
not  specifically  excluded  in  the  plan  contract.  In  one 
New  York  State  decision,  Empire  Blue  Cross  and  Blue 
Shield  was  ordered  to  pay  for  a  bone  marrow  transplant 
procedure  for  a  person  with  AIDS  because  it  was  be- 
lieved that  the  use  of  the  transplant  had  been  validated  in 
other  areas  and  could  be  helpful  in  his  case  (Bradley  v. 
Empire  Blue  Cross  and  Blue  Shield  562  NYS  2d  908, 
1990). 

In  other  cases  involving  autologous  bone  marrow 
transplant  for  breast  cancer,  the  courts  have  gone  in  both 
directions.  Federal  courts  have  held  that  a  plan  exclu- 
sion was  arbitrary  and  capricious  if  it  did  not  exclude  the 
therapy  specifically.  The  court  ruled  that  the  criterion 
should  be  whether  the  procedure  was  generally  accepted 
medical  practice  by  oncologists  in  the  area  at  the  time 
the  claim  was  denied.  This  would  mean,  therefore,  that 
for  individuals  with  serious  illnesses  for  whom  there  are 
no  available  alternatives,  drugs  or  procedures  that  are  in 
some  way  considered  state-of-the-art  by  the  courts  ac- 
cording to  some  decisions  should  be  covered  by  the 
payers,  both  for  the  specific  indications  for  which  they 
are  approved  or  for  other  off-label  uses  for  which  the 
treating  physician  believes  they  are  appropriate. 


The  courts  have  said  that  they  will  defer  to  recent  med- 
ical opinions  when  such  opinions  are  available.  One  of 
the  difficulties  of  the  advocacy  system,  however,  is  that 
it  pits  one  medical  expert  against  another  medical  ex- 
pert, and  it  is  very  difficult  for  a  judge  to  reach  a  deci- 
sion. When  that  happens,  more  often  than  not,  finding 
for  an  individual  who  is  in  need  may  seem  to  be  the  ap- 
propriate and  compassionate,  if  not  necessarily  always 
the  correct,  way  to  go. 

The  American  Bar  Association  has  made  it  clear  that  it 
is  not  concerned  solely  about  drugs  paid  for  by  private 
insurers;  the  ABA  also  contends  that  the  Secretary  of  the 
Department  of  Health  and  Human  Services  should  re- 
quire all  State  Medicaid  programs  to  reimburse  for 
HIV-related  drugs  that  have  been  approved  by  the  FDA. 
I  note  that  it  took  almost  2  years  after  AZT  was  approved 
before  all  States  would  pay  for  its  use. 

Given  the  high  costs  of  new  therapies  for  HIV  disease 
and  the  reliance  on  insurance  for  payment,  disallowing 
reimbursement  is  the  equivalent  in  some  cases  of  deny- 
ing treatment.  Thus,  the  bright  line  dims  here  too  as  the 
urgency  of  dealing  with  AIDS  and  other  serious  ill- 
nesses has  been  instrumental  in  rewriting  the  rules  for 
reimbursement. 

The  Keystone  Center  in  Colorado  has  convened  a 
group  to  examine  issues  relating  to  expanded  access  to 
drugs  and  biologies  for  AIDS  and  other  life-threatening 
illnesses.  The  group  includes  individuals  from  Govern- 
ment, the  insurance  community,  pharmaceutical  com- 
panies, investigators,  activist  organizations,  and  re- 
searchers. The  group  will  seek  to  reach  a  consensus, 
hopefully  over  the  next  year,  on  the  ways  in  which  these 
various  issues  and  constituencies  interact. 

A  topic  not  covered  within  the  ABA  framework  is  the 
development  of  HIV  vaccines.  Concerns  with  liability 
both  during  the  clinical  trial  or  experimental  phase  as 
well  as  concerns  once  a  vaccine  is  approved  are  certain- 
ly contributing  factors  to  a  company's  willingness  to  de- 
velop an  HIV  vaccine.  Therefore,  it  is  important  that 
mechanisms  be  developed  to  anticipate  these  issues, 
much  in  the  way  they  have  under  the  National  Child- 
hood Vaccine  Act  for  vaccines  for  childhood  diseases.  It 
is  recognized  that  we  have  much  less  experience  with  an 
HIV  vaccine,  but  during  the  early  stages  of  vaccine  de- 
velopment, there  have  been  discussions  about  these  is- 
sues between  the  Government — principally  the  Nation- 
al Institutes  of  Health  (NIH) — and  manufacturers;  in  ad- 
dition, these  concerns  have  been  the  subject  of  legisla- 
tion in  two  States,  California  and  Connecticut,  which 
take  differing  approaches  to  dealing  with  the  issues. 

Vaccines  are  different  from  drugs;  in  the  early  stages  of 
vaccine  development  when  safety  and  immunogenicity 
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are  being  sought,  the  volunteer  must  be  made  to  under- 
stand that  no  benefit  can  be  expected.  Therefore,  to  get 
the  vaccine  to  move  from  experimental  to 
state-of-the-art,  it  is  necessary  to  reassure  companies 
that  liability  concerns  will  not  overwhelm  them  while  at 
the  same  time  reassuring  potential  volunteers  that  they 
will  be  compensated  for  any  injuries  that  are  attributable 
to  the  vaccine.  Even  when  a  vaccine  is  approved,  meth- 
ods and  standards  must  be  sought  to  assure  a  supply  of 
vaccines  and  to  find  ways  to  compensate  injured  indi- 
viduals. 

The  HIV  vaccines  involve  other  important  legal  is- 
sues; for  example,  during  clinical  trials  if  a  vaccine  is 
found  to  be  effective — meaning  that  an  antigenic  reac- 
tion is  present — an  individual  will  develop  antibodies. 
Should  that  individual  seek  an  HIV  test  as  a  result  of  a 
blood  donation,  search  for  a  particular  job  with  the  mili- 
tary or  foreign  service,  or  want  to  get  an  individual 
health  or  life  insurance  policy,  the  presence  of  anti- 
bodies might  result  in  a  negative  determination. 

For  this  reason,  NIH  has  launched  a  program  whereby 
individuals  involved  in  clinical  trials  will  be  given  docu- 
mentation by  the  Federal  Bureau  of  Investigation  indi- 
cating that  they  are  participating  in  a  clinical  trial,  and  an 
800  number  has  been  set  up  to  provide  information  on 
the  kind  of  vaccine  taken  by  the  individual.  It  is  possible 
as  a  result  of  the  Western  Blot  Test  to  distinguish  be- 
tween viral-induced  antibodies  and  those  induced  by  the 
vaccine,  at  least  for  the  envelope  vaccines  currently  un- 
der investigation.  Thus,  this  process  can  reduce  the  con- 
cerns of  some  volunteers  as  to  the  adverse  effects  of  par- 
ticipating in  a  trial  and  make  it  easier  for  vaccine  devel- 
opment to  proceed. 

Additionally,  NIH  has  sought  to  inform  all  insurers  of 
the  potential  problems  with  Western  Blot  interpretation, 
and  all  have  agreed  that  should  a  person  provide  docu- 


mentation, they  will  take  a  closer  look  at  the  antibodies 
to  determine  whether  they  are  viral  or  vaccine  induced. 
Moreover,  some  insurers  have  agreed  that  where  an  in- 
jury is  not  expected,  coverage  will  be  provided.  This  is 
interesting  because  normally,  as  we  have  been  discuss- 
ing, insurers  do  not  reimburse  for  experimental  thera- 
pies or  for  the  unintended  results  that  may  flow  from 
taking  an  experimental  therapy. 

This  is  a  departure  from  the  traditional  reimbursement 
strategy,  one  which  has  been  brought  about  by  the  ex- 
igencies of  the  HIV  epidemic.  How  it  is  extendable  to 
other  situations  remains  to  be  seen.  This  mixing  of 
state-of-the-art  diagnostics  with  experimental  therapy 
may  make  it  possible  to  remove  some  of  the  concerns 
that  volunteers  have  had  during  the  vaccine  develop- 
ment process. 

Finally,  it  is  my  hope  that  the  participants  at  this  con- 
ference will  keep  in  mind  the  statement  made  by  the  his- 
torian William  McNeil  in  his  book  Plague  and  the  Peo- 
ple:1 

Infectious  diseases  which  antedated  the  emergence 
of  human  kind  will  last  as  long  as  humanity  itself, 
and  will  surely  remain,  as  it  has  been  hitherto,  one  of 
the  fundamental  parameters  and  determinants  of  hu- 
man history. 

One  infectious  disease,  HIV,  has  already  had  an  influ- 
ence on  the  debate  that  is  the  subject  of  this  conference. 

The  extent  to  which  law  and  policy  recognize  these 
problems  and  work  with  the  scientific  community  will 
be  crucial  to  both  our  better  understanding  of  these  dis- 
eases and  our  ability  to  control  them  effectively. 

Reference 
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Minority  Population  Perspective:  New  Ethical  Concerns 
in  Relation  to  New  Technology 

Harold  P.  Freeman,  M.D. 


Diseases  always  develop  under  certain  human  circum- 
stances which,  to  a  large  extent,  can  be  measured  and  de- 
fined. In  particular,  diseases  invariably  occur  in  the  con- 
text of  definable  social,  physical,  economic,  and  politi- 
cal conditions.  If  one  looks  only  at  the  scientific  aspects 
of  disease  and  fails  to  take  into  account  the  human  con- 
ditions within  which  the  disease  occurs,  understanding 
is  limited. 

I  have  spent  25  years — my  entire  medical  career — as  a 
surgeon  in  Harlem,  a  community  that  is  41  percent  poor 
and  96  percent  black.  Over  a  recent  20-year  period, 
nearly  50  percent  of  women  presenting  with  breast  can- 
cer at  Harlem  Hospital  were  incurable  on  admission. 
The  crude  5 -year  survival  for  these  women  was  32  per- 
cent compared  with  60  percent  for  American  white 
women.1  Soon  after  coming  to  Harlem,  I  realized  that 
being  a  highly  trained  cancer  surgeon  did  not  matter 
very  much  for  many  of  my  patients  because  there  was  no 
possible  cure. 

We  have  shown  that  over  the  last  20  years  in  Harlem 
there  has  been  no  change  in  overall  mortality,  whereas  in 
the  rest  of  nonwhite  America  and  white  America,  the 
last  several  decades  have  seen  a  great  decline  in  overall 
mortality.  The  question  arises  as  to  what  is  unique  about 
a  community  such  as  Harlem — what  prevents  mortality 
from  declining.  (No  doubt  there  are  similar  communi- 
ties interspersed  throughout  America  which  comprise 
poor  people  of  all  races  and  cultures.)  The  causes  of 
death  in  Harlem  in  order  are  cardiovascular  disease, 
cancer,  cirrhosis  of  the  liver,  and  homicide.  Note  that  the 
first  two  causes  are  similar  to  the  rest  of  America.  In  a 
rather  dramatic  comparison,  we  showed  that  a  black 
male  growing  up  in  Harlem  has  less  chance  of  reaching 
age  65  than  does  a  male  growing  up  in  the  third-world 
country  of  Bangladesh.2  This  is  a  very  disturbing  exam- 
ple of  the  magnitude  of  disparities  in  survival  among 
various  communities  within  America.  The  implication 
is  that,  with  respect  to  survival,  Harlem  is  a  third-world 
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community  within  the  so-called  first  world.  This  find- 
ing raises  deep  ethical  and  moral  questions  concerning 
the  application  of  our  great  technological  advances. 

The  Swedish  economist  Gunnar  Myrdal  came  to  this 
country  some  50  years  ago  and  studied  the  American  so- 
cioeconomic system.  Looking  objectively  from  his 
point  of  view  as  an  outsider,  with  very  few  assistants  and 
no  computers,  he  made  some  assessments  in  1944  that 
proved  to  be  accurate  and  had  profound  implications. 
He  predicted  that  significant  social  conflict  would  occur 
in  the  United  States,  a  Nation  founded  on  democratic 
principles,  based  on  the  Declaration  of  Independence 
written  more  than  200  years  ago.  Although  according  to 
that  document  all  people  are  created  equal,  in  practice 
this  was  a  sham  because  at  the  time  of  Myrdal's  analysis, 
a  significant  number  of  Americans,  the  former  slaves, 
were  neither  regarded  nor  treated  as  equals.  Myrdal  rec- 
ognized this  incongruity  and  correctly  predicted  that  it 
would  result  in  major  upheaval. 

In  the  1950s  and  1960s,  Martin  Luther  King,  Jr.,  and 
others  protested  this  double  standard  for  white  and  black 
Americans  and  set  into  motion  changes  that  resulted  in 
the  elimination  of  legalized  segregation  in  America. 
Since  then,  much  progress  has  been  made,  but  the  pro- 
cess is  not  complete.  The  negative  socioeconomic  effect 
of  this  Nation's  long  past  history  of  perpetuation  of  le- 
galized segregation  is  believed  to  be  a  key  factor  in  ex- 
plaining many  of  the  health  disparities  between  races 
that  still  persist. 

Certainly  we  have  made  extraordinary  progress  over 
the  last  decades  with  respect  to  technical  advances  and 
scientific  understanding.  Measures  of  this  progress  are 
the  significant  breakthroughs  that  have  recently  been 
achieved  in  understanding  some  of  the  fundamental  mo- 
lecular processes  that  explain  pathological  changes.  But 
today  we  still  have  an  American  dilemma  regarding  our 
application  of  scientific  advances.  This  dilemma  is  seen 
most  dramatically  in  America's  failure  to  provide  basic 
health  care  to  all  Americans  irrespective  of  their  ability 
to  pay.  Moreover,  technological  advance  has  the  effect, 
in  my  opinion,  of  heightening  disparities  between  those 
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who  have  and  those  who  have  not — a  very  peculiar  para- 
dox. In  other  words,  as  we  advance  our  knowledge,  the 
disparities  between  the  poor  and  those  who  are  middle 
class  and  affluent  are  placed  in  greater  contrast. 

For  a  better  understanding  of  these  issues,  it  is  impor- 
tant to  define  the  meanings  of  race  and  economic  status 
with  respect  to  the  incidence  and  outcome  of  disease. 

Race  in  Relation  to  Disease 

Race  may  be  seen  in  relation  to  its  historical,  cultural, 
and  genetic  meanings,  any  or  all  of  which  may  have  sig- 
nificant implications.  The  history  of  a  given  racial 
group  can  be  a  powerful  determinant  of  the  current  so- 
cioeconomic status  of  that  group.  As  a  dramatic  exam- 
ple, consider  the  fact  that,  historically,  black  Americans 
have  been  legally  free  in  this  country  for  only  25  years, 
having  before  that  experienced  250  years  of  slavery  and 
100  years  of  legalized  segregation.  The  negative  so- 
cioeconomic effect  of  this  Nation's  long  history  of  legal- 
ized segregation  and  slavery  is  believed  to  be  a  key  fac- 
tor in  explaining  many  of  the  health  disparities  between 
races  that  still  persist. 

Viewed  from  another  perspective,  race  may  be  seen  as 
a  gross  variable  for  culture.  If,  for  example,  a  population 
designated  by  race  has  common  ancestors,  similar  social 
and  physical  environment,  and  a  shared  communication 
system,  its  members  will  tend  to  have  a  similar  tradition, 
value  system,  belief  system,  and  world  view.  These 
shared  elements  lead  to  common  lifestyles,  attitudes, 
and  behaviors.  Such  cultural  factors  deeply  influence 
health  status,  and  any  successful  intervention  must  nec- 
essarily take  these  powerful  cultural  realities  into  ac- 
count. 

To  date,  there  is  no  known  genetic  basis  to  explain  the 
major  differences  in  disease  incidence  and  outcome  be- 
tween races. 

Poverty  in  Relation  to  Disease 

Poverty,  in  contrast,  is  associated  with  low  educational 
level,  substandard  living  conditions,  an  inadequate  so- 
cial-support network,  unemployment,  poor  nutrition, 
risk-promoting  lifestyles,  and  diminished  access  to 
health  care.  Diminished  access  is  often  manifested  by 
low  quality  and  inadequate  continuity  of  health  care,  as 
well  as  insufficient  access  to  methods  of  disease  detec- 
tion, diagnosis,  treatment,  and  rehabilitation.  More- 
over, poor  people  tend  to  concentrate  on  day-to-day  sur- 
vival, often  develop  a  sense  of  hopelessness  and  power- 
lessness,  and  may  become  socially  isolated.  Poor  Amer- 
icans have  an  overall  higher  mortality  and  in  general  do 
not  enjoy  the  same  health  status  as  those  in  the  main- 
stream of  American  society.  For  example,  poor  Ameri- 
cans have  an  increased  incidence  of  cancer  and  5-year 


survival  rates  10-15  percent  lower  than  those  for  other 
Americans.  Cancer  is  the  Nation's  second  leading  cause 
of  death. 

Interrelationships  of  Race,  Poverty, 
and  Disease 

Although  neither  race  nor  poverty  is  an  absolute  indi- 
cator of  disease  incidence  and  survival  rates,  each  is  a 
surrogate  of  predictable  conditions  and  circumstances. 
Setting  aside  historical  considerations,  the  significance 
of  race  with  respect  to  disease  is  generally  limited  to  race 
as  an  indicator  of  a  specific  culture  and  lifestyle.  We 
conclude,  however,  that  economic  status,  irrespective  of 
race,  prevails  as  a  more  powerful  surrogate  of  human 
conditions  and  circumstances. 

We  theorize  that  poverty  acts  through  the  prism  of  cul- 
ture— a  factor  that  can  either  diminish  or  accentuate 
poverty's  negative  effects.  For  example,  poor  people 
belonging  to  a  culture  whose  members  do  not  smoke,  do 
not  drink  alcoholic  beverages,  and  have  a  low-fat, 
high-fiber  diet  will  have  diminished  risk  factors  com- 
pared with  those  in  a  culture  whose  members  smoke  and 
drink  heavily  and  consume  a  high-fat,  low-fiber  diet. 
On  the  other  hand,  regardless  of  culture,  poor  people 
have  diminished  access  to  health  care  (Figure).3 

Poverty  in  America 

An  estimated  34  million  Americans  are  poor  by  the  na- 
tional standard  of  poverty  (about  $1 3,000  per  year  for  a 
family  of  four).  Two-thirds  of  the  poor  are  white,  but 
only  12  percent  of  white  Americans  are  poor.  In  con- 
trast, one-third  of  the  poor  are  black  and  one-third  of 
black  Americans  are  poor.  We  suggest  that  the  dispro- 
portionate disease  burden  shared  by  black  Americans  is, 
for  the  most  part,  an  indication  of  the  health  conse- 
quences that  befall  a  racial  group  representing  one-third 
of  the  poor,  one-fourth  of  the  unemployed,  but  little 
more  than  one-tenth  of  the  population.4 

We  can  be  proud  that  America  has  achieved  a  remark- 
ably high  level  of  medical  technology  and  is  on  the  cut- 
ting edge  in  medical  research,  but  it  is  sobering  to  note 
that  a  significant  segment  of  Americans  have  not  bene- 
fitted substantially  from  this  progress.  There  are  over  37 
million  uninsured  Americans  who  have  limited  access 
to  medical  care.  Moreover,  one  out  of  four  Americans  is 
either  poor,  uninsured,  or  both. 

Conclusions 

In  the  past,  experimental  medical  and  surgical  treat- 
ments often  were  tested  on  certain  disadvantaged 
groups  of  the  population,  especially  minorities.  As  a 
very  dramatic  example,  note  that  several  decades  ago  in 
Tuskegee,  Alabama,  in  order  to  document  the  natural 
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Figure.  The  interrelationships  of  race,  poverty,  and  disease;  poverty  acts  through  the  prism  of  culture  (race) 
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Source:  Reprinted  from  Cancer  64  (suppl):  324-334, 1989.  Used  with  permission. 


history  of  untreated  syphilis,  U.S.  health  officials  with- 
held treatment  from  a  large  number  of  black  males  with 
syphilis. 

The  Nation's  past  history  of  at  times  placing  certain 
citizens  at  severe  risk  in  research  designed  to  advance 
knowledge  has  created  a  degree  of  distrust  of  the  estab- 
lishment in  such  people  with  respect  to  these  issues.  We 
also  observe  that  treatments  that  become  state-of-the-art 
are  sometimes  unavailable  to  those  who  may  have  par- 
ticipated in  proving  their  effectiveness.  Moreover,  para- 
doxically, technological  advances  tend  to  heighten  the 
disparity  between  poor  people  and  others. 

It  is  important  to  take  into  account  not  only  the  differ- 
entiation between  what  is  experimental  versus 
state-of-the-art,  but  also  the  fundamental  point  that  there 
are  segments  of  the  population  who  seldom  receive 
state-of-the-art  health  care.  For  them,  access  to  the  lat- 


est experimental  advances  is  almost  never  attainable. 

These  thoughts  suggest  that  as  a  Nation  our  technology 
has  advanced  to  a  higher  level  than  our  humanity.  Fun- 
damental solutions  must  begin  with  justice  in  the  distri- 
bution of  medical  resources.  Policymakers  should  re- 
flect deeply  on  these  moral  and  ethical  issues  as  they 
proceed  with  future  planning. 

References 

1 .  Freeman  HP,  Wasfie  TJ.  Cancer  of  the  breast  in  poor 
black  women.  Cancer  1989;63:2562-2569. 

2.  McCord  C,  Freeman,  HP  Excess  mortality  in  Harlem.  N 
Engl  J  Med  1 990( January  1 8):  1 73- 1 77. 

3.  Freeman,  HP.  Cancer  in  the  socioeconomically  disad- 
vantaged. CA  1989;39:266-288. 

4.  Freeman,  HP.     Race,  poverty  and  cancer.  JNCI 
1991;8:526-527. 


11 


Discussion/Questions  and  Answers  - 


Session  1 


Q:  [Dr.  Holohan]  How  can  we  best  address  the  ethi- 
cal concerns  of  distributive  justice  and  equity  in 
terms  of  appropriate  sharing  of  both  the  burdens 
and  the  benefits  of  technology?  As  Dr.  Freeman  has 
pointed  out,  the  question  of  whether  private  insur- 
ance will  cover  a  treatment  that  is  on  the  bubble  or 
assumed  to  be  experimental  is  not  relevant  for  mil- 
lions of  Americans  who  are  poor  or  uninsured. 

A:  [Mr.  Stein]  It  is  difficult  to  address  that  question 
without  looking  at  the  entire  issue  of  how  health  care  is 
provided  in  this  country.  At  the  same  time,  it  is  also  dif- 
ficult to  deal  with  a  specific  problem  if  what  you  are  con- 
sidering is  something  that,  although  desirable,  is  clearly 
not  going  to  be  achieved  in  the  near  future. 

First,  a  conscious  effort  should  be  made  to  provide 
therapy  during  a  clinical  trial  phase  or  an  expanded  ac- 
cess phase — where  there  are  individuals  in  need — to  as 
many  people  as  possible.  Certainly  when  dealing  with 
human  immunodeficiency  virus  (HIV)  and  other  seri- 
ous illnesses,  it  makes  sense  to  do  so.  Second,  a  much 
more  conscious  effort  must  be  made  in  the  future  to  ex- 
pand clinical  trials  to  individuals  who  normally  do  not 
participate  in  such  trials.  Third,  if  the  only  medical  care 
some  individuals  receive  is  in  clinical  trials,  ways 
should  be  found  to  provide  additional  basic  care  to  those 
individuals. 

A:  [Dr.  Freeman]  We  are  talking  about  sophisticated 
advances  in  technology  and  the  ability  to  treat,  of  which 
only  a  part  of  America  benefits.  There  are  34  to  37  mil- 
lion uninsured  persons,  for  example;  these  people  do  not 
have  access  to  even  so-called  basic  health  care.  It  is  a 
heroic  leap  to  consider  whether  they  would  receive  tech- 
nologically advanced  therapies. 

Thus,  I  am  dealing  on  the  ground  floor  where  I  work.  I 
am  dealing  with  people  who  are  not  even  in  the  running 
for  some  of  the  things  that  we  are  talking  about.  It  is  an 
American  problem,  not  a  problem  associated  with  a  par- 
ticular community.  All  around  the  country,  people  who 
are  white,  Hispanic,  black,  American  Indian,  and  others 
are  in  this  bind,  and  none  of  us  is  completely  out  of  it.  I 
do  not  know  how  many  people  at  this  conference  could 
miss  next  month's  paycheck  without  falling  into  this 
circle  where  they  might  have  an  access  problem. 

So,  I  would  like  to  remind  us,  and  hopefully  the  report 
from  this  conference  will  stress  the  point,  that  there  are 
some  fundamental  things  that  have  to  be  done  while 
keeping  up  the  pressure  for  advances.  Advances  are  im- 


portant, and  I  am  not  speaking  against  them.  Rather, 
some  balance  is  needed  to  bring  basic  services  to  seg- 
ments of  the  population  that  have  no  access  to  these 
services. 

A:  [Dr.  Holohan]  In  other  words,  while  not  minimiz- 
ing the  importance  of  technological  development  and 
discussions  of  when  it  is  considered  standard  care,  both 
standard  care  and  available  new  technology  prior  to  the 
decision  that  it  is  standard,  by  whoever  makes  that  deter- 
mination, have  to  be  provided  on  a  broad  scale.  Discus- 
sion or  debate  about  whether  private  insurance,  for  ex- 
ample, would  cover  a  therapy  that  was  experimental 
versus  state-of-the-art  is  irrelevant  to  a  significant  frac- 
tion of  the  population. 

Q:  [Mr.  Stein]  In  terms  of  life-threatening  condi- 
tions, how  should  we  give  more  weight  to  autonomy 
than  has  been  given?  Further,  if  you  give  more 
weight  to  it,  does  that  mean  whatever  flows  from  that 
decision,  including  access  to  therapies  whether  prov- 
en or  not  and  reimbursement  for  those  therapies,  is 
different  for  life-threatening  conditions  than  for  oth- 
er kinds  of  conditions?  An  example  would  be  the  dis- 
cussions over  breast  implants  which  make  a  distinc- 
tion between  individuals  who  have  had  mastecto- 
mies and  those  who  want  an  implant  for  cosmetic 
reasons. 

A:  [Dr  Holohan]  There  appears  to  be  a  growing  belief 
that  autonomy  should  clearly  ascend  over  what  tradi- 
tionally in  the  United  States  has  been  a  rather  paternalis- 
tic medical  care  system.  That  is  probably  generally 
agreed  to  be  to  the  good.  My  questions  are  related  to 
how  the  emphasis  on  autonomy  has  to  be  mitigated  by 
the  concept  of  distributive  justice  and  equity.  I  think  that 
alludes  to  some  extent  to  the  point  that  Dr.  Freeman  was 
making.  In  a  sense,  it  is  an  interesting  discussion  be- 
cause I  mentioned  both  autonomy  and  equity  in  distribu- 
tive justice;  Mr.  Stein's  discussion  was  oriented  more  to- 
ward autonomy  and  Dr.  Freeman's  more  toward  distrib- 
utive justice.  There  clearly  has  to  be  a  balance. 

In  terms  of  the  severity  of  the  disease,  that  is  probably 
not  a  major  issue  at  present.  Most  of  society  probably 
believes  that  more  allowances  must  be  made  in  circum- 
stances where  the  disease  is  serious  or  life  threatening. 
As  Mr.  Stein  alluded,  the  Federal  Government  has  done 
that;  the  FDA  has  done  that.  Certainly  the  National  In- 
stitutes of  Health  has  utilized  a  comparable  approach  for 
some  time. 
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Q:  [Helen  Philliou,  Reinsurance  Company]  Our 
company  provides  coverage  for  self-insured  employ- 
ers under  the  Employee  Retirement  Income  Security 
Act  (ERISA)  plans.  I  would  suggest  that  cost  is  a 
relevant  aspect  for  you  to  consider  because  the  bal- 
loon is  growing;  there  is  a  pushing  down  at  one  end 
and  a  bulging  at  the  other  end.  I  see  on  a  daily  basis 
bills  for  care  that  is  considered  state-of-the-art  or 
questionable  experimental  but  costs  more  than 
$10,000  per  day.  My  point  is  if  employers  who  are 
paying  into  this  self-insured  plan  saw  some  relief  in 
the  rate  of  escalation  of  the  inflation,  they  might  be 
more  willing  to  listen  to  a  national  plan  that  offers 
health  care  for  everybody. 

I  am  a  nurse  by  background,  and  I  have  a  nurtur- 
ing sense.  I  find  it  very  difficult  to  accept  that  there 
are  many  people  in  this  country  who  do  not  have 
health  care.  But  the  cost  is  prohibitive.  You  see  pre- 
mature infants  on  a  heart/lung  bypass  machine  now. 
The  cost  of  that  is  $11,000  per  day.  These  children 
reach  the  maximum  on  their  benefits  within  a  year 
sometimes,  if  they  live.  Something  must  be  done  to 
address  cost  as  a  factor,  even  though  it  is  a  dirty  word 
in  the  medical  community.  The  fact  is  that  it  is  going 
to  break  the  system. 

A:  [Dr.  Freeman]  I  agree  with  that;  cost  is  a  factor. 
The  reality,  though,  is  that  when  people  get  sick — very 
sick — it  does  not  matter  whether  they  are  insured  or  not. 
They  will  get  into  the  hospitals,  and  they  will  be  treated, 
and  it  will  cost  a  lot  of  money.  In  fact,  it  will  cost  more 
because  they  come  in  late.  The  money  is  going  to  be 
paid.  The  country  must  decide  when  it  is  going  to  pay 
for  the  treatment,  early  or  late.  Take  cancer,  which  is  my 
field.  If  you  have  cancer  and  you  wait  2  years  to  come  in 
with  advanced  cancer,  it  does  not  matter  whether  you  are 
poor  or  whether  you  have  insurance,  you  are  going  to  get 
into  the  hospital  to  die,  and  it  is  going  to  cost  a  lot  of 
money.  Studies  have  shown  how  much  more  it  costs  to 
treat  late  cancer  compared  with  preventing  and  diagnos- 
ing it  earlier. 

So,  I  agree  with  your  point  about  cost,  but  I  do  not  be- 
lieve we  are  saving  money.  We  may  save  money  during 
a  certain  Congressman's  2  years  in  the  Congress.  The 
problems  that  we  are  facing  with  respect  to  health  care 
are  long-term  problems  in  terms  of  solution.  The  people 
who  are  making  the  decisions  are  trying  to  make  deci- 
sions on  annual  budgets  or  2-year  budgets,  and  it  is  not 
possible  to  do  that.  It  becomes  an  ethical  and  moral 
problem  for  America.  The  problem  goes  beyond  the  in- 
surance business.  It  is  the  business  of  America  to  protect 
its  citizens,  and  we  need  justice  in  the  distribution  of 
medical  resources.  We  will  pay  the  price,  either  early  or 
late. 


A:  [Mr.  Stein]  I  agree  with  what  Dr.  Freeman  has  said. 
What  we  are  doing,  it  seems,  is  trying  to  deal  with  this 
problem  in  several  different  ways.  One  could  look  at  the 
Oregon  approach  in  which  they  say  that  there  are  some 
things  they  are  going  to  cover  and  some  things  they  are 
not,  even  on  a  Statewide  basis;  for  example,  eliminating 
certain  therapies  above  a  certain  age.  This  is  also  being 
done  with  ERISA  where  an  employer  under  a  plan  has 
an  option  to  say  "we  are  going  to  continue  to  cover  cer- 
tain kinds  of  therapies  or  not  cover  certain  kinds  of  ther- 
apies or  not  cover  certain  diseases,"  and  there  are  some 
recent  cases — which  are  being  challenged — in  which  an 
employer  cut  from  $1  million  to  $5,000  coverage  for 
HIV,  when  the  company  knew  that  it  had  an  HIV-in- 
fected employee  on  its  payroll.  A  number  of  groups 
have  filed  a  friend-of-the-court  brief  saying  that  under 
ERISA  this  does  not  make  sense. 

To  return  to  something  I  said  in  my  previous  com- 
ments, we  need  to  look  at  our  overall  health  system.  We 
need  to  look  at  it  very  carefully.  Only  when  we  do  that 
will  we  be  able  to  get  some  of  the  answers  to  your  ques- 
tions. 

Q:  [Denman  Scott,  American  College  of  Physi- 
cians] Is  it  ethical  to  exclude  some  experiments,  for 
example,  a  trial  of  the  baboon  heart  as  you  men- 
tioned, from  the  research  agenda  or  from  sources  of 
public  funding,  and  should  we  have  a  debate  in  the 
Nation  on  the  shape  of  the  research  agenda  rather 
than  defining  it  on  a  disease  by  disease,  technology 
by  technology,  ad  hoc  basis? 

A:  [Dr.  Holohan]  To  the  question  as  phrased,  I  would 
answer  yes;  there  are  experiments  that  could  be  deferred 
solely  on  an  ethical  basis.  I  am  not  going  to  argue  that 
there  would  necessarily  be  a  consensus  on  what  those 
experiments  should  be,  but  most  ethicists  with  whom  I 
have  had  contact  and  about  whom  I  have  read  would  ar- 
gue that,  yes,  there  are  certain  experiments  that  should 
be  deferred — perhaps  not  necessarily  the  implantation 
of  a  baboon  heart  in  a  human  infant,  although  that  is  a 
rather  dramatic  example. 

The  other  question  pertains  to  evaluating  the  research 
agenda  in  toto.  Is  that  an  appropriate  way  to  look  at  the 
research  agenda  in  health  care,  instead  of  a  piecemeal  ad 
hoc  approach  on  an  item-by-item  or  technolo- 
gy-by-technology view?  I  think  the  panelists  could  ini- 
tiate a  response  to  that. 

A:  [Dr.  Freeman]  The  question  is  a  very  pertinent  one. 
We  declared  a  war  against  cancer  20  years  ago  under 
President  Nixon,  and  the  war  has  been  fought  rather  well 
on  the  research  front.  What  we  are  seeing  now,  though, 
is  that  research  has  not  been  translated  to  help  the  public 
in  general  in  an  even  way  and  that  we  have  a  deficit  of 
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the  research  that  would  transfer  technology  to  serve  the 
public.  It  is  a  difficult  point  to  say  that  we  should  limit 
scientists  from  research  because  some  of  the  greatest 
ideas  we  have  come  up  with  looked  pretty  ridiculous  at 
the  time  people  began  to  study  them.  They  came  up  with 
something  extraordinarily  important,  however. 

So,  although  I  would  hate  to  say  that  we  should  limit 
that  kind  of  research,  on  the  other  hand,  I  believe  we 
should  target  research  in  a  comprehensive  way — re- 
search that  would  help  us  to  transfer  knowledge  to  the 
American  public.  Two  important  points  are  to  continue 
our  attempts  to  understand  the  basic  biology  of  life 
through  research  and,  at  the  same  time  at  every  step  of 
the  way,  to  transfer  what  we  know  to  the  American  pub- 
lic in  a  broad  sense. 

I  do  not  think  the  second  part  has  been  well  satisfied. 
We  have  not  conducted  research  that  has  to  do  with  the 
transfer  of  technology.  Some  of  the  answers  that  have  to 
be  found  are  soft  answers,  but  we  only  do  hard  science 
for  the  most  part.  The  answers  are  soft,  and  the  science, 
like  anthropology  and  other  sciences  that  we  need  to 
know  more  about  to  translate  technology  to  people,  is 
being  deemphasized. 

Q:  [Steven  Sieverts,  Blue  Cross/Blue  Shield  of  the 
National  Capital  Area]  I  want  to  go  back  to  this  con- 
cept of  autonomy  that  Mr.  Stein  and  Dr.  Holohan 
mentioned.  I  suspect  that  if  one  did  a  LEXIS  search 
of  the  word  autonomy  in  the  bioethical  literature, 
one  would  discover  that  9  times  out  of  10  or  perhaps 
more  often  than  that,  it  deals  with  the  emerging 
rights  of  patients  to  refuse  care  and,  to  some  extent, 
the  right  of  the  patient  to  choose  from  offered  alter- 
natives for  care. 

The  new  notion,  which  seems  to  be  surfacing  in  the 
last  couple  of  years  and  of  which  we  heard  more 
about  in  Dr.  Howe's  abstract,  is  that  autonomy 
means  the  right  to  demand  and  get  care  even  if  medi- 
cal science  believes  it  not  to  be  efficacious  and  effec- 
tive care.  That  is  a  rather  startling  turnaround  of  a 
concept,  it  seems  to  me,  particularly  when  we  have 
made  an  imperfectly  executed  societal  decision  that 
medical  care  costs  should  be  shared  in  the  medical 
commons — that  is,  we  should  all  contribute  to  a  pool 
out  of  which  all  of  us  can  get  the  care  we  need.  If  the 
notion  now  arises  that  people  can  simply  demand  at 
will  and  get  services  that  are  medically  determined 
not  to  be  efficacious,  where  are  we  going?  I  would 
like  to  hear  Mr.  Stein's  comments  on  that. 

A:  [Mr.  Stein]  Perhaps  because  I  have  not  done  the 
search,  I  viewed  autonomy  in  a  more  simplistic  way  as 
the  right  to  make  a  choice  for  oneself,  whether  it  is  a 
choice  to  refuse  or  a  choice  to  receive.  I  think  you  are 


right;  in  the  last  couple  of  years,  there  have  been  acti- 
vists dealing  with  HIV  who  have  been  both  vocal  and  or- 
ganized in  a  way  that  activists  have  not  been  in  the  past. 
They  have  argued  for  the  right  of  individuals  to  obtain 
therapies  as  quickly  as  possible  because  their  lives  are  at 
stake.  This  is  not  new  in  medical  history,  by  any  means, 
but  it  has  just  become  a  little  bit  clearer  and  better  articu- 
lated in  the  era  of  instant  media  coverage. 

I  do  not  want  my  earlier  remarks  to  be  construed  as 
meaning  that  I  think  this  is  the  only  criterion  that  should 
be  used.  I  did  not  mean  that.  The  question  is:  should  it  be 
used  equally  in  other  areas,  or  is  this  something  unique 
and  therefore  it  should  be  distinguished  from  everything 
else?  I  am  not  sure  how  that  is  going  to  come  out,  but  I 
certainly  do  think  that  without  becoming  overly  pater- 
nalistic, there  is  a  very  legitimate  role  for  making  a  de- 
termination for  society  generally  as  to  what  is  consid- 
ered to  be  effective. 

I  will  guarantee  as  much  as  one  can  that  for  those  mem- 
bers of  Congress  who  have  been  urging  earlier  access  to 
therapies,  the  first  time  that  there  is  another  thalidomide, 
they  are  going  to  forget  all  of  their  earlier  statements 
about  "we  really  think  you  should  do  this  earlier"  and 
come  down  on  the  agencies  that  have  permitted  this  and 
say  "why  have  you  acne  it?"  So,  T  think  the  role  of  mak- 
ing a  determination  as  to  wh<„  safe  and  effective  is 
very  important. 

When  individuals,  for  whatever  reason,  do  not '  e 
any  other  alternatives,  they  may  believe — and  I  k 
more  weight  should  be  given  to  the  belief — that  perhaps 
it  is  appropriate  that  they  try  something.  That  should  be 
distinguished,  however,  from  whether  any  time  they 
think  they  should  try  it,  somebody  else  should  pay  for  it. 
And  that  is  where  the  lines  are  being  drawn — not  wheth- 
er something  is  considered  state-of-the-art  or  exper- 
imental for  access  to  it.  I  really  think  the  reimbursement 
question  is  the  one  that  we  always  come  down  to  at  the 
end,  even  though  it  is  referred  to  at  the  end.  I  hope  that  I 
will  get  a  little  more  guidance  from  this  group  in  that  re- 
spect. 

Q:  [Roger  Winn,  American  Society  of  Clinical  On- 
cology] We  have  come  at  this,  in  the  past  at  least, 
from  the  opposite  direction,  which  was  coverage  and 
the  right  to  unorthodox  or  quack  treatment — lae- 
trile  and  so  on — where  we  have  determined  that  peo- 
ple do  not  have  the  right  to  that  treatment  because 
we  did  not  feel  it  was  in  the  patient's  best  interest. 

Perhaps  autonomy  covers  health  care,  which  im- 
plies effectiveness  and  benefit  rather  than  the  right 
to  treatment.  Effectiveness,  Mr.  Stein,  I  think  is  the 
issue,  as  you  have  brought  out.  My  question  for  you 
is,  do  you  sense  within  the  legal  profession,  since  it  is 
being  dumped  in  your  laps,  any  methodology  for 
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Perspective  from  the  National  Institutes  of  Health 
John  H.  Ferguson,  M.D. 


Virtually  all  of  the  institutes  at  the  National  Institutes 
of  Health  (NIH)  are  involved  in  research  on  some  aspect 
of  medical  procedures  or  therapies  that  fall  in  the  contin- 
uum from  experimental  to  state-of-the-art.  Indeed,  a  ba- 
sic mission  of  the  NIH  is  the  discovery  of  these  health 
technologies  and  the  research  necessary  for  their  prog- 
ress from  the  bench  to  the  bedside.  In  that  portion  of  the 
continuum  where  the  technology  is  evaluated  in  patient 
populations,  often  with  clinical  trials,  the  attempt  is 
made  to  distinguish  "experimental"  from  "state-of- 
the-art"  for  reimbursement  purposes.  These  decisions 
are  generally  made  after  the  appropriate  trials  have  been 
conducted. 

For  the  purposes  of  this  discussion,  it  is  useful  to  con- 
sider four  categories  of  medical  technologies:  therapeu- 
tic, diagnostic,  preventive,  and  adjunctive.  In  the  thera- 
peutic category,  we  will  consider  medical  and  surgical 
divisions.  In  the  diagnostic  category,  one  might  consid- 
er invasive  and  noninvasive  procedures  as  subdivisions. 
In  preventive  technologies,  we  will  follow  the  Guide  to 
Preventive  Services  categories  of  primary,  secondary, 
and  tertiary.  Primary  prevention  is  for  asymptomatic  in- 
dividuals— for  example,  routine  immunization.  Sec- 
ondary prevention  is  to  identify  and  treat  those  who  are 
asymptomatic  but  have  already  developed  risk  factors 
or  preclinical  disease — for  example,  Pap  smear  to  detect 
cervical  dysplasia.  Tertiary  prevention  is  the  applica- 
tion of  preventive  measures  in  symptomatic  individu- 
als— for  example,  insulin  treatment  in  diabetics  to  pre- 
vent complications  of  diabetes.  The  adjunctive  category 
might  include  various  devices  like  hospital  beds,  braces, 
intravenous  tubing,  and  so  on. 

A  continuum  from  inception  to  state-of-the-art  exists 
in  all  these  categories  and  subcategories.  Although  the 
idea  of  the  continuum  is  the  same  for  all  categories,  the 
continuum  itself  will  differ  in  many  respects  from  cate- 
gory to  category  and  should  be  approached  accordingly 
in  the  decisions  relating  to  when  experimental  becomes 
state-of-the-art  for  reimbursement  purposes. 


Dr.  Ferguson  is  Director,  Office  of  Medical  Applications  of  Re- 
search, National  Institutes  of  Health. 


As  a  preliminary  overview  of  the  continuum  for  dis- 
cussion, some  steps  will  be  defined  employing  a  scheme 
that  can  be  used  as  a  straw  man  for  modification  and  cri- 
ticism. 

•  Inception  —  The  safety  or  effectiveness  of  the  tech- 
nology is  regarded  by  the  evaluation  community  as 
untested. 

•  Innovation  —  The  safety  or  effectiveness  of  the 
technology  is  undergoing  preliminary  testing. 

•  Investigation  —  There  is  insufficient  evidence  to 
determine  the  safety  or  effectiveness  of  the  technolo- 
gy. Use  of  the  technology  in  patient  populations 
should  be  confined  largely  to  research  protocols. 

•  Promising  —  Given  current  knowledge,  the  safety 
or  effectiveness  of  the  technology  is  appropriate  for 
some  indications  in  certain  patient  populations. 

•  Established — The  technology  has  been  adequately 
evaluated  for  safety  and  effectiveness  for  given  indi- 
cations in  specified  patient  populations. 

•  Guidelines — The  technology  is  accepted  as  routine 
and  a  standard  of  care  for  given  indications  in  speci- 
fied patient  populations. 

Several  issues  require  special  emphasis.  Once  the  pro- 
vider is  reimbursed  by  a  large  or  major  payer,  in  general, 
the  use  of  a  technology  will  spread.  Therefore,  it  be- 
hooves those  responsible  for  the  health  and  safety  of  our 
citizens — public  health  in  general — and  for  the  use  of 
resources  to  make  the  reimbursement  decisions  careful- 
ly. To  spread  an  expensive  treatment  or  diagnostic  test 
among  our  citizens  might  be  beneficial  in  the  long  run  if 
the  health  outcomes  are  positive  and  clear.  If  not,  we  are 
spending  precious  resources  for  marginal  or  no  health 
benefit  which  we  can  ill  afford. 

One  should  mention  the  "flip-side"  of  reimbursement 
for  "established"  technologies;  that  is,  stopping  reim- 
bursement for  a  technology  determined  no  longer  to  be 
safe  or  effective  or  to  have  clearly  been  replaced  by  a 
newer,  safer,  or  more  effective  technology. 

One  other  issue  should  be  mentioned  before  we  pro- 
ceed with  the  analysis.  In  determining  whether  a  tech- 
nology has  crossed  from  experimental  to  state-of-the- 
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how  you  are  approaching  this  issue?  You  said  judges 
are  faced  with  the  fact  that  they  have  two  opposing 
medical  experts  and  therefore  do  not  know  how  to 
make  the  judgment,  so  they  automatically  find  in  fa- 
vor of  the  patient.  That  is  probably  not  in  the  pa- 
tient's best  interests  in  some  cases.  Is  the  American 
Bar  Association  beginning  to  approach  this  issue  of 
effectiveness? 

A:  [Mr.  Stein]  I  cannot  speak  for  the  entire  legal  pro- 
fession. I  think,  as  there  are  conflicting  and  opposing 
medical  experts  in  an  advocacy  system,  there  are  also 
opposing  legal  experts  who  under  the  canon  of  ethics 
have  a  responsibility  to  defend  their  client  zealously. 
Zealously  defending  their  client  may  not  be,  as  you 
would  put  it,  in  their  client's  best  interest. 

If  the  client  believes,  however,  that  he  or  she  is  entitled 
to  certain  kinds  of  care  and  arguments  can  be  made  on 
that  person's  behalf  the  way  the  system  is  currently  set 
up,  each  side  is  going  to  argue  as  effectively  as  he  or  she 
can  in  pursuit  of  that  particular  client's  perspective, 
which  may  be — and  I  do  not  think  it  is  complete  heresy 
for  a  lawyer  to  make  this  statement — that  sometimes  the 
courts  are  not  the  best  place  to  resolve  these  issues. 
There  have  been  efforts  by  the  judicial  conference  and  a 
number  of  other  groups  to  assist  judges  by  helping  them 
to  better  understand  science  and  the  way  in  which  sci- 
ence is  described  so  they  can  make  determinations. 

What  does  help,  however,  if  there  is  not  one  single 
clear  voice,  is  more  of  an  assist  from  the  scientific  and 
medical  community  as  to  what  the  community  believes 
to  be  safe  and  appropriate  or  safe  and  effective.  In  that 
way,  the  judge  has  something  to  fall  back  on — some- 
thing to  look  to  and  a  more  impartial  opinion  than  that  of 
the  experts  who  are  there  because  of  their  expertise  but 
at  the  behest  of  a  particular  side. 

Q:  [William  Rutt,  Henry  Ford  Health  System,  De- 
troit] My  question  is  for  Dr.  Freeman.  It  has  been 
popular  to  speak  of  patient  preferences.  If  poor  peo- 
ple in  a  community  were  to  be  meaningfully  and  con- 
tinually involved  in  decisions  about  resource  alloca- 
tion for  health  care  in  their  community,  would  they 
spend  it  differently  than  they  now  spend  it? 

A:  [Dr.  Freeman]  That  is  a  very  tough  question  to  an- 
swer, since  it  has  never  been  tested.  Poor  people  in  gen- 
eral do  not  have  much  of  a  voice  with  respect  to  their 
own  economics. 

Q:  [Dr.  Cova,  Health  Insurance  Association  of 
America]  I  would  like  your  opinion  as  to  whether  the 
American  people  are  willing  to  bear  that  kind  of  bur- 
den, particularly  when  sociologists  keep  pointing  out 
that  the  top  20  percent  of  the  people  in  our  popula- 


tion— the  affluent — are  becoming  more  and  more 
disconnected  with  those  in  need.  They  do  not  identi- 
fy with  them.  We  have  to  think  about  these  things  in 
a  much  broader  perspective;  would  you  address  this 
issue? 

A:  [Mr.  Stein]  I  am  very  sympathetic  to  the  issues  that 
you  raise  because  I  think  they  are  important,  but  I  must 
return  to  something  I  said  earlier.  It  really  depends  on 
where  this  particular  2-day  session  wishes  to  put  its  fo- 
cus. You  are  not  going  to  be  able  to  solve  the  problems 
and  resolve  the  issues  you  have  raised.  I  am  not  sure  that 
we  are  going  to  be  able  to  address  the  issues  any  more 
than  we  can  answer  one  of  Dr.  Freeman's  ques- 
tions— should  we  put  more  emphasis  on  insurance  for 
preventive  therapies  and  procedures  than  we  do  on  cura- 
tive treatments,  and  would  we  be  better  off  then?  I  know 
a  debate  has  been  going  on  within  a  variety  of  industries 
about  this  issue. 

In  terms  of  what  the  political  perspective  has  to  offer, 
the  result  is  going  to  be  that  both  private  as  well  as  public 
payers  will  ration  care — and  every  society  has  to  ration 
anyway — and  it  will  not  matter  whether  it  is  a  universal 
program  or  not.  When  that  starts  to  hit  home  to  more 
people,  then  they  will  sit  up  and  listen  and  say,  "Well,  is 
there  another  way?" 

I  am  not  that  sanguine  to  think  people  will  look  at 
things  too  far  ahead  of  time.  One  of  my  favorite  sayings 
is  an  old  Pogo  statement:  "Man  never  sees  the  handwrit- 
ing on  the  wall  until  his  back  is  to  it."  I  suspect  that  is 
what  we  are  going  to  be  doing  in  this  area  also.  One  can 
just  question  whether  we  are  there  already. 

A:  [Dr.  Freeman]  I  appreciate  your  comment,  and  at  a 
meeting  that  was  held  a  couple  of  years  ago  with  respect 
to  what  insurance  companies  would  offer  for  screening 
mammograms,  the  insurance  companies'  point  of  view 
was  clear.  They  will  offer  whatever  you  pay  for.  That  is 
a  simple  statement,  and  there  should  be  no  argument.  It 
is  a  business.  Insurance  companies  are  not  in  business  to 
solve  social  problems.  They  are  in  business  to  keep  in 
business,  and  hopefully  they  can  do  some  good  while 
they  are  at  it. 

I  do  not  think  we  should  say  the  burden  is  on  the  busi- 
ness. The  burden  should  be  on  the  American  public  and 
the  policymakers  in  America  to  solve  the  problem,  but  I 
think  there  is  some  hope  because  we  have  interesting 
bed  partners  now — more  interesting  than  ever.  When 
Lee  Iacocca  is  in  the  same  bed  with  the  uninsured,  this  is 
a  very  interesting  set  of  bed  partners. 

The  corporations  of  America  are  being  thoroughly 
tested  with  respect  to  their  ability  to  pay  for  health  care 
for  their  employees.  Lee  Iacocca  must  compete  with  Ja- 
pan, which  probably  does  not  pay  nearly  as  much  for 
health  care  for  their  employees.  So  we  are  beginning  to 
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get  a  situation  where  the  middle  class  is  also  being  af- 
fected by  this  problem  as  the  problem  moves  upward. 
Unfortunately,  the  solution  is  going  to  come  based  on 
those  kinds  of  happenings,  and  if  it  remains  just  con- 
fined to  the  poor  population,  the  problem  probably  will 
not  be  solved.  However,  now  that  the  large  corporations 
and  middle  classes  of  America  are  feeling  the  pinch,  I 
have  hope. 

Although  I  don't  like  the  situation,  I  think  it  offers  the 
possibility  of  solutions.  I  suspect  that  within  the  next 
several  years,  there  is  going  to  be  a  major  change  in 
health  care  coverage  for  all  American  people.  I  do  not 
know  which  way  it  is  going  to  go,  but  I  think  it  is  going  to 
be  a  very  major  change. 

A:  [Dr.  Holohan]  I  would  add  that  I  do  not  know  how 
much  the  American  people  are  willing  to  pay  for  health 
care.  There  have  been  a  series  of  surveys  trying  to  assess 
that  very  question,  and  the  results  have  always  been  in- 
conclusive. As  far  as  the  question  of  equity  or  distribu- 
tive justice,  the  first  question  I  posed — a  question,  not  a 
statement — was  do  we  as  a  society  believe  that  every 
person  has  a  right  to  health  care?  I  do  not  think  we  have 
answered  that  question  yet. 

Q:  [John  Freedman,  ITT  Hartford  Insurance 
Group]  This  country  has  never  been  known  for  be- 
ing able  to  equitably  distribute  any  of  its  assets.  With 
that  in  mind — together  with  the  notion  that  develop- 
ing new  technologies  and  the  price  tag  attached  to 
them,  although  advancing  the  cause  of  science,  be- 
come increasingly  unavailable  to  people — is  there  an 
ethical  burden  on  the  research  and  development 
part  of  medicine  to  perhaps  slow  down  and  require 
the  rest  of  society  to  catch  up  in  its  ability  to  distrib- 
ute these  technologies  and  services  to  the  vast  major- 
ity of  people? 

A:  [Dr.  Holohan]  First,  I  do  not  think  that  it  is  ever  go- 
ing to  be  possible  to  slow  down  technological  change. 
Probably  the  most  significant  retardation  would  be  by 
decreasing  the  availability  of  funds  for  research.  Even 
so,  I  personally  believe  that  it  would  be  a  pyrrhic  victory. 

It  is  not  entirely  clear  to  me  nor  apparently  to  the  Pro- 
spective Payment  Commission  as  to  how  much  new 
technology,  in  fact,  costs  in  the  long  run.  I  do  not  think 


that  has  ever  been  approached.  I  have  seen  arguments 
raised  by  proponents  of  an  innovative  treatment  that,  in 
fact,  it  does  not  cost  more  than  standard  care.  To  my 
knowledge,  that  has  only  been  evaluated  once  in  an  ar- 
ticle published  in  the  New  England  Journal  of  Medicine 
on  the  cost-effectiveness  of  bone  marrow  transplanta- 
tion. The  data  were  fairly  clear;  bone  marrow  transplan- 
tation is,  in  fact,  cost  effective. 

Now,  that  requires  an  unusual  set  of  circumstances  in 
that  patients  who  are  given  standard  therapy  in  lieu  of  in- 
novative therapy  would  linger  for  a  particular  period  of 
time.  It  would  be  likely  to  be  the  case,  for  example,  in 
Hodgkin's  disease  where  patients  would  die,  but  they 
would  not  die  very  fast.  They  would  die  slowly  while 
consuming  large  amounts  of  resources.  You  probably 
could  never  show  that  for  something  like  metastatic  car- 
cinoma. 

A:  [Dr.  Freeman]  I  heard  a  Senator  say  that  in  the  last 
28  months,  we  have  spent  more  on  military  research  and 
development  than  we  have  since  the  turn  of  the  century 
on  medical  research.  So,  I  have  a  feeling  that  we  may  be 
at  a  turning  point  in  America.  Many  walls  have  come 
down.  The  Iron  Curtain  has  melted.  The  Berlin  Wall  is 
down.  Things  are  happening  around  the  country  and 
around  the  world  that  would  perhaps  convince  many  we 
do  not  need  to  continue  to  spend  billions  of  dollars  on 
defense  as  we  have  in  the  past. 

If  this  logic  holds,  then  maybe  the  country  can  put 
more  money  to  social  causes  including  medical  care. 
We  do  not  need  Stealth  bombers  now  as  much  as  we  did 
before.  As  a  matter  of  fact,  I  say  we  do  not  need  Stealth, 
we  need  help.  I  think  we  have  an  opportunity,  and  per- 
haps this  is  a  historical  moment  when  billions  of  dollars 
could  be  transferred  to  social  programs.  In  fact,  if  we  as 
a  country  do  not  do  that,  we  might  even  have  a  period  of 
unrest  because  people  are  getting  a  bit  impatient  about 
the  things  that  are  happening.  The  homeless  are  increas- 
ing; the  middle  class  is  being  affected  and  not  able  to  get 
adequate  health  care. 

I  honestly  think  that  a  country  like  this  has  enough 
money  to  continue  strong  research  capability  to  transfer 
technology  to  all  American  people  and  still  move  ahead. 
We  have  a  country  that  is  wealthy.  We  need  the  political 
will  to  do  what  is  right. 
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Perspective  from  the  National  Institutes  of  Health 
John  H.  Ferguson,  M.D. 


Virtually  all  of  the  institutes  at  the  National  Institutes 
of  Health  (NIH)  are  involved  in  research  on  some  aspect 
of  medical  procedures  or  therapies  that  fall  in  the  contin- 
uum from  experimental  to  state-of-the-art.  Indeed,  a  ba- 
sic mission  of  the  NIH  is  the  discovery  of  these  health 
technologies  and  the  research  necessary  for  their  prog- 
ress from  the  bench  to  the  bedside.  In  that  portion  of  the 
continuum  where  the  technology  is  evaluated  in  patient 
populations,  often  with  clinical  trials,  the  attempt  is 
made  to  distinguish  "experimental"  from  "state-of- 
the-art"  for  reimbursement  purposes.  These  decisions 
are  generally  made  after  the  appropriate  trials  have  been 
conducted. 

For  the  purposes  of  this  discussion,  it  is  useful  to  con- 
sider four  categories  of  medical  technologies:  therapeu- 
tic, diagnostic,  preventive,  and  adjunctive.  In  the  thera- 
peutic category,  we  will  consider  medical  and  surgical 
divisions.  In  the  diagnostic  category,  one  might  consid- 
er invasive  and  noninvasive  procedures  as  subdivisions. 
In  preventive  technologies,  we  will  follow  the  Guide  to 
Preventive  Services  categories  of  primary,  secondary, 
and  tertiary.  Primary  prevention  is  for  asymptomatic  in- 
dividuals— for  example,  routine  immunization.  Sec- 
ondary prevention  is  to  identify  and  treat  those  who  are 
asymptomatic  but  have  already  developed  risk  factors 
or  preclinical  disease — for  example,  Pap  smear  to  detect 
cervical  dysplasia.  Tertiary  prevention  is  the  applica- 
tion of  preventive  measures  in  symptomatic  individu- 
als— for  example,  insulin  treatment  in  diabetics  to  pre- 
vent complications  of  diabetes.  The  adjunctive  category 
might  include  various  devices  like  hospital  beds,  braces, 
intravenous  tubing,  and  so  on. 

A  continuum  from  inception  to  state-of-the-art  exists 
in  all  these  categories  and  subcategories.  Although  the 
idea  of  the  continuum  is  the  same  for  all  categories,  the 
continuum  itself  will  differ  in  many  respects  from  cate- 
gory to  category  and  should  be  approached  accordingly 
in  the  decisions  relating  to  when  experimental  becomes 
state-of-the-art  for  reimbursement  purposes. 


Dr.  Ferguson  is  Director,  Office  of  Medical  Applications  of  Re- 
search, National  Institutes  of  Health. 


As  a  preliminary  overview  of  the  continuum  for  dis- 
cussion, some  steps  will  be  defined  employing  a  scheme 
that  can  be  used  as  a  straw  man  for  modification  and  cri- 
ticism. 

•  Inception  —  The  safety  or  effectiveness  of  the  tech- 
nology is  regarded  by  the  evaluation  community  as 
untested. 

•  Innovation  —  The  safety  or  effectiveness  of  the 
technology  is  undergoing  preliminary  testing. 

•  Investigation  —  There  is  insufficient  evidence  to 
determine  the  safety  or  effectiveness  of  the  technolo- 
gy. Use  of  the  technology  in  patient  populations 
should  be  confined  largely  to  research  protocols. 

•  Promising  —  Given  current  knowledge,  the  safety 
or  effectiveness  of  the  technology  is  appropriate  for 
some  indications  in  certain  patient  populations. 

•  Established  —  The  technology  has  been  adequately 
evaluated  for  safety  and  effectiveness  for  given  indi- 
cations in  specified  patient  populations. 

•  Guidelines  —  The  technology  is  accepted  as  routine 
and  a  standard  of  care  for  given  indications  in  speci- 
fied patient  populations. 

Several  issues  require  special  emphasis.  Once  the  pro- 
vider is  reimbursed  by  a  large  or  major  payer,  in  general, 
the  use  of  a  technology  will  spread.  Therefore,  it  be- 
hooves those  responsible  for  the  health  and  safety  of  our 
citizens — public  health  in  general — and  for  the  use  of 
resources  to  make  the  reimbursement  decisions  careful- 
ly. To  spread  an  expensive  treatment  or  diagnostic  test 
among  our  citizens  might  be  beneficial  in  the  long  run  if 
the  health  outcomes  are  positive  and  clear.  If  not,  we  are 
spending  precious  resources  for  marginal  or  no  health 
benefit  which  we  can  ill  afford. 

One  should  mention  the  "flip-side"  of  reimbursement 
for  "established"  technologies;  that  is,  stopping  reim- 
bursement for  a  technology  determined  no  longer  to  be 
safe  or  effective  or  to  have  clearly  been  replaced  by  a 
newer,  safer,  or  more  effective  technology. 

One  other  issue  should  be  mentioned  before  we  pro- 
ceed with  the  analysis.  In  determining  whether  a  tech- 
nology has  crossed  from  experimental  to  state-of-the- 
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art  and  is  therefore  reimbursable,  one  should  judge  the 
quality  of  the  evidence  on  which  the  decision  is  based.  A 
readily  available  protocol  has  been  used  by  the  Cana- 
dian Task  Force  and  the  U.S.  Preventive  Services  Task 
Force. 

The  present  analysis  will  concentrate  on  the  therapeu- 
tic and  diagnostic  categories.  Arguments  could  be  made 
that  efforts  should  be  concentrated  in  the  preventive  are- 
na. Given  scarce  resources  and  the  fact  of  serious  dis- 
ease burdens,  there  is  a  societal  sense  of  urgency  for  the 
treatment  of  these  very  desperate  conditions.  Although 
treatment  must  follow  diagnosis,  the  urgency  appears 
with  the  diagnosis.  A  new  diagnostic  technology — al- 
though exciting  and  possibly  important  in  allowing  ear- 
lier diagnosis  and  treatment  or  even  secondary  or  tertia- 
ry prevention — does  not  generally  carry  the  same  sense 
of  urgency.  Should  one  then  apply  different  standards  or 
rules  for  the  determination  of  experimental  versus  es- 
tablished or  state-of-the-art  for  therapeutic  technologies 
from  those  applied  for  diagnostic  modalities?  Should 
yet  another  set  of  standards  apply  for  surgical  therapeu- 
tic technologies?  It  is  suspected  that  different  standards 
and  rules  already  apply  de  facto  to  surgical  therapies. 

In  the  following  discussion,  therapeutic  and  diagnostic 
technologies  will  be  treated  separately  as  they  should 
be.  Therapeutic  technologies  for  serious  disorders  will 
be  treated  differently  than  therapies  for  less  life-threat- 
ening diseases  and  differently  than  surgical  therapies. 
Preventive  technologies,  especially  primary  preventive 
technologies — for  example,  vaccine  development  for 
acquired  immunodeficiency  syndrome — certainly  de- 
serve yet  another  approach.  It  is  clear  that  preventive 
technologies  have  historically  been,  and  continue  to  be, 
approached  differently  by  the  medical  profession  and 
certainly  by  third-party  payers,  not  always  to  the  advan- 
tage of  society. 

In  the  present  schema,  we  would  consider  that  the  ex- 
perimental side  of  the  continuum  begins  at  "inception" 
and  extends  to  somewhere  in  "investigation." 
State-of-the-art  might  begin  for  some  treatment  modali- 
ties in  the  "investigational"  portion  of  the  continuum. 

A  number  of  factors  should  be  considered  for  any  of 
these  continua,  whether  diagnostic,  treatment-related, 
or  preventive.  They  are: 

•  Nature  of  the  illness 

•  Number  of  patients  or  people  involved 

•  Prevention  is  preferable  to  cure 

•  Cost 

•  Expected  benefit 

•  Quality  of  life 

•  Is  an  adequate  alternative  available? 


•  Will  reimbursement:  (1)  spread  the  use  of  the  tech- 
nology? (2)  prevent  a  clinical  trial  from  taking  place; 
(3)  prevent  patients  from  entering  a  trial;  or  (4)  pre- 
vent patients  from  being  assigned  at  random? 

•  Once  the  technology  is  reimbursed  and  being  per- 
formed: (1)  can  one  study  the  technology  in  con- 
trolled trials?  and  (2)  is  it  ethical? 

•  Regarding  drugs :  ( 1 )  if  it  is  an  "experiment,"  insurers 
will  not  pay  and  drug  companies  must  bear  the  cost 
of  the  trials  and  care;  and  (2)  if  it  is  a  "treatment,"  in- 
surers will  pay,  and  drug  companies  (sponsors)  can 
charge  for  the  drug. 

The  argument  that  the  decision  to  reimburse  should  be 
moved  toward  the  experimental  side  of  the  continuum 
for  conditions  that  are  life  threatening,  desperate,  life 
shortening,  or  crippling  and  for  which  conventional 
therapy  does  not  exist  or  has  failed  is  appropriately 
made  by  several  of  the  NIH  institutes.  It  is  not  difficult 
to  accept  that  we  as  a  society  owe  our  sickest  citizens 
safe  and  effective  treatment  for  desperate  conditions. 
The  questions  are  who  pays  for  this  and  how  and  by 
whom  is  safety  and  effectiveness  determined? 

We  at  the  NIH  would  like  to  suggest  that  for  certain  dis- 
eases as  described,  and  under  clearly  designed  and  de- 
fined protocols,  insurers  could  reimburse  for  treatments 
that  might  heretofore  have  been  considered  experimen- 
tal. When  these  are,  in  effect,  the  only  treatments  avail- 
able, and  the  conditions  for  careful  control  of  peer  re- 
viewed treatment  protocols  are  met  such  that  data  may 
be  captured  for  appropriate  scientific  use,  then  all  par- 
ties stand  to  gain.  This  would  include  patients,  provid- 
ers, investigators,  research  sponsors,  reimbursers,  and 
society  at  large.  This  would  mean  that  insurers  would 
bear  the  cost  or  part  of  the  cost  of  some  portions  of  clini- 
cal trials.  It  should  be  pointed  out  that  the  numbers  of 
patients  involved  in  trials  of  these  kinds  are  often  not 
large  by  comparison  with  the  total  numbers  of  patients. 
For  instance,  the  National  Cancer  Institute  (NCI)  notes 
that  the  number  of  patients  per  year  in  NCI-supported 
trials  is  about  30,000.  The  financial  burden  may  not 
therefore  be  excessive,  compared  with  that  if  all  patients 
with  the  condition  were  to  be  reimbursed  for  the  pro- 
posed treatment. 

Furthermore,  the  opportunity  would  exist  for  insurers 
to  have  more  influence  over  the  conditions  of  reim- 
bursement. Targeted  and  controlled  expenditure  now, 
before  "the  horse  is  out  of  the  barn,"  might  save  millions 
in  the  future  and  provide  better  health.  Ineffective,  un- 
safe, and  possibly  very  expensive  therapies  can  be  elim- 
inated earlier  in  the  continuum  before  generalized  reim- 
bursement has  encouraged  widespread  use.  Finally, 
with  reimbursement  coming  from  those  with  more  ex- 
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perience  in  tight  fiscal  control,  investigators  would  be 
encouraged  to  pay  attention  to  economic  end  points. 

Many  insurers  now  pay  for  the  care  of  patients  with 
these  conditions,  some  of  whom  are  involved  in  clinical 
trials,  and  it  is  often  difficult  to  separate  the  incremental 
care  necessary  solely  because  of  the  experimental  proto- 
col from  that  which  would  be  necessary  because  of  the 
underlying  disorder.  If  insurers  accepted  what  we  are 
suggesting,  this  dilemma  might  be  resolved  at  least  in 
part.  For  reimbursement  purposes,  the  definition  of  sur- 
gical and  diagnostic  procedures  as  experimental  or 
state-of-the-art  care  for  less  desperate  or  chronic  condi- 
tions is  in  some  ways  more  difficult. 

Surgical  procedures  appear  to  continually  evolve  such 
that  what  may  actually  be  quite  new  and  innovative 
would  still  be  reimbursed  because  it  was  done  for  an  ac- 
cepted indication.  The  fact  that  a  new  instrument  (for 
example,  a  laser  or  laparoscope)  was  used  for  an  ac- 
cepted surgical  procedure  may  or  may  not  be  important 
to  the  insurer  in  determining  reimbursement.  One  sus- 
pects that  as  long  as  the  bill  submitted  is  less  than  or 
equal  to  previous  similar  procedures,  it  may  be  reim- 
bursed. Laparoscopic  cholecystectomy  may  fall  into 
this  category.  On  the  other  hand,  laser  photocoagulation 
for  certain  retinal  disorders  required  trials,  as  a  new  in- 
strument was  used  in  a  new  procedure  for  a  new  indica- 
tion. 

New  diagnostic  tests  have  not  had  a  stellar  record  of 
vigorous  scientific  trials  before  being  accepted  as 
state-of-the-art  and  being  reimbursed.  Virtually  all  of 
the  NIH  institutes  are  involved  in  one  way  or  another  in 
the  development  and  testing  of  many  of  these  devices  or 
laboratory  procedures.  All  recognize  the  necessity  of 
rigorous  technology  assessment  for  safety  and  efficacy 
when  applied  to  human  populations.  It  is  suggested  that 
there  is  little  sense  of  urgency  (in  the  medical/health 
sense),  and  therefore  there  is  time  for  adequate  assess- 
ment before  reimbursement. 

The  major  point  of  emphasis  is  that  the  distinction  be- 
tween what  is  experimental  or  investigational  and  what 
is  established  or  state-of-the-art  can  only  be  made  by 
testing  and  careful  assessment  by  unbiased  groups  and 
processes.  Thorough  technology  assessment  can  move 
a  technology  along  the  continuum  from  experimental  to 
state-of-the-art  or  determine  it  to  be  unsafe  or  ineffec- 
tive. One  would  like  to  keep  the  innovation  pipeline  full 
at  the  input  end  but  be  selective  and  discriminating  at  the 
output  end,  choosing  only  those  technologies  that  im- 
prove health.  This  selection  from  numerous  choices  re- 
quires numerous  assessments.  It  is  unlikely,  nay,  impos- 
sible, that  the  Federal  Government  could  fund  all  the 
assessments  necessary  for  all  the  health  technologies 
that  continually  flood  the  pipeline  attempting  to  reach 


the  market.  The  burden  of  cost  for  these  assessments 
might  be  shared  among  Government  and  the  private  sec- 
tor, including  industry  and  professional  groups.  The 
Federal  Government,  being  it  is  hoped  the  least  biased  in 
a  promotional  sense,  might  be  able  to  coordinate  this  ef- 
fort. 

Many  methods  are  available  and  should  be  used.  Ob- 
viously, the  medical  literature  searchable  by  computer  is 
easily  accessible.  The  gold  standard  remains  carefully 
planned  and  executed  clinical  trials.  Group  judgment 
methods  are  used  by  many  organizations  such  as  the 
American  Medical  Association,  American  College  of 
Physicians,  RAND,  Health  Insurance  Association  of 
America,  and  others.  Obviously,  we  think  that  the  NIH 
Consensus  Development  Program  has  evolved  with 
such  care  that  the  results  of  these  deliberations  are  "tai- 
lor made"  to  help  solve  some  of  these  questions  where 
"experimental"  meets  "state-of-the-art."  We  have  at- 
tempted to  ensure  unbiased  evaluations  in  a  public  fo- 
rum of  controversial  issues  for  which  data  are  available. 

Certainly,  the  processes  used  by  the  Office  of  Health 
Technology  Assessment,  Office  of  Technology  Assess- 
ment, and  Institute  of  Medicine  can  offer  important  in- 
formation in  making  these  determinations.  These  re- 
ports are  all  publicly  available  and  should  be  used.  The 
process  used  by  the  U.S.  Preventive  Services  Task  Force 
and  before  that,  the  Canadian  Preventive  Services  Task 
Force,  with  their  careful  attention  to  grading  the  strength 
of  evidence  of  the  literature  on  which  they  based  their 
conclusions  is  an  extremely  important  example  of  how 
the  existing  literature  can  be  graded  for  use  in  these 
types  of  decisions. 

Lack  of  data,  lack  of  good  data,  and  the  quality  of  data 
on  which  to  base  health  technology  assessments  are  ma- 
jor problems  for  all  of  us  involved  in  these  endeavors. 
One  might  wonder  why  the  insurance  industry,  which 
clearly  obtains  and  uses  a  great  deal  of  health  informa- 
tion, cannot  share  this  with  health  technology  assessors. 
The  reasons  are  both  legal — namely,  antitrust — and 
proprietary — namely,  trade  secrets.  Some  process 
should  be  encouraged  whereby  NIH  and  society  at  large 
could  all  use  and  benefit  from  the  entire  universe  of 
health  information,  including  that  gathered  by 
third-party  payers. 

We  must  remember  that  insurers  handle  claims  and  are 
asked,  in  effect,  for  "go,  no-go"  decisions.  The  complex 
health  care,  legal,  public,  societal,  and  competitive  envi- 
ronment in  which  they  operate  makes  these  decisions 
difficult.  Our  own  study  of  court  involvement  in  these 
cases — ordering  insurers  to  reimburse  for  such  ineffec- 
tive and  unsafe  treatments  as  laetrile  and  immunoaug- 
mentative  therapy  and  to  pay  for  thermography,  an  ex- 
pensive, unproven  diagnostic  procedure — makes  us  es- 
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pecially  appreciative  of  their  dilemma.  They  are  not 
likely  to  win  many  of  these  cases.  This  may  clearly  af- 
fect a  decision  to  reimburse  before  adequate  assessment 
has  occurred.  Nevertheless,  we  as  a  society,  both  from 
the  health  as  well  as  the  economic  standpoint,  cannot  af- 
ford health  care  that  has  not  been  assessed. 

Some  kind  of  task  force  composed  of  representatives 
such  as  those  attending  this  conference  should  meet  to 


define  and  refine  the  terms  that  are  being  used.  The  defi- 
nitions of  many  of  these  terms  such  as  experimental,  in- 
vestigational, established,  state-of-the-art,  and  so  on 
need  to  be  agreed  on  or  appropriate  substitutions  made 
for  this  type  of  endeavor  to  go  forward.  A  similar  group 
could  provide  input  for  planning  a  more  global  health 
technology  assessment  effort. 
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Perspective  from  the  Medical  Colleges 
Robert  G.  Petersdorf,  M.D. 


The  perspective  of  the  Association  of  American  Medi- 
cal Colleges  (AAMC)  is  that  of  the  private  sector  in  the 
sense  that  the  medical  schools  the  AAMC  represents  are 
part  of  the  private  sector,  even  though  two-thirds  of  the 
medical  colleges  are  State  schools  and  only  one-third 
are  private.  In  addition  to  representing  the  medical  col- 
leges, the  AAMC  also  represents  the  teaching  hospitals 
that  are  such  a  necessary  part  of  the  American  medical 
education  system.  They  are  important  in  the  context  of 
this  conference  on  experimental  versus  state-of-the-art 
technologies,  since  it  is  in  these  teaching  hospitals  that 
many  state-of-the  art  technologies  are  developed, 
tested,  and  refined.  The  three  missions  of  teaching  hos- 
pitals are  patient  care,  clinical  education  and  clinical  re- 
search, and  the  dissemination  of  applied  technology. 
Although  these  missions  are  closely  intertwined,  it  is  the 
last  one  I  want  to  address. 

In  general,  medical  research  can  be  divided  into  three 
phases:  basic  research,  clinical  research,  and  applied  re- 
search. Defined  rather  grossly,  basic  research  identifies 
the  fundamental  properties  of  living  matter.  It  is  labora- 
tory based  and  occurs  primarily  in  universities  and  pri- 
vate and  public  research  institutes.  In  a  few  cases,  teach- 
ing hospitals  have  developed  basic  science  capabilities 
as  well. 

Clinical  research,  by  the  definition  I  want  to  use,  ap- 
plies the  findings  of  basic  research  to  explore  diagnostic 
and  treatment  ramifications  or  deals  with  the  explora- 
tion of  clinical  phenomena,  even  when  basic  knowledge 
concerning  them  is  lacking.  Clinical  research  may  in- 
volve studies  on  animals  and  humans.  Animal  research 
generally  takes  place  in  a  university  or  research  institute 
laboratory,  whereas  patient  research  usually  is  carried 
out  in  teaching  hospitals  or  clinics  or  in  defined  popula- 
tions not  confined  to  or  monitored  in  health  care  facili- 
ties. Here  the  hospital,  clinic,  or  institutional  data-gath- 
ering agencies  serve  as  the  laboratory. 


Dr.  Petersdorf  is  President  of  the  Association  of  American  Medical 
Colleges. 


In  the  third  phase  of  research — clinical  applica- 
tion— the  new  diagnostic  or  treatment  technology  is 
studied  at  a  relatively  few  sites,  and  the  involved  teach- 
ing hospitals  apply  the  new  technology  or  procedure  to  a 
growing  number  of  patients.  During  the  past  50  years, 
the  medical  sciences  have  made  dramatic  advances  in 
diagnosis  and  treatment.  Many  of  these  advances  began 
in  the  basic  research  laboratories  of  universities  and 
were  transferred  to  clinical  settings  as  part  of  research 
programs  in  teaching  hospitals.  Major  teaching  hospi- 
tals offer  a  natural  venue  for  the  advancement  and  early 
application  of  medical  knowledge  by  bringing  together 
seriously  ill  patients  and  the  research-oriented  physi- 
cians who  comprise  the  faculty  and  staffs  of  these  hospi- 
tals. This  cast  of  characters  falls  under  the  purview  of 
the  AAMC,  and  interest  in  technology  transfer  is  a  very 
real  part  of  the  association's  agenda.  In  this  context,  I 
would  like  to  address  the  following  issues: 

1 .  The  effect  of  the  external  environment  and  the  appli- 
cation of  new  technologies; 

2.  The  funding  of  clinical  research; 

3.  The  evaluation  of  new  technologies; 

4.  The  role  of  cost  and  the  use  of  cost-benefit  analysis  in 
assessing  new  technologies;  and 

5 .  The  dissemination  of  new  technologies  into  practice. 

In  terms  of  the  external  environment,  against  the  cur- 
rent background  of  cost-containment  and  competition, 
academic  medical  centers  have  come  face-to-face  with 
dazzling  advances  in  the  technology  of  biology  and 
medicine.  These  changes  have  profound  economic,  so- 
cial, and  public  policy  implications.  For  example,  how 
far  should  we  employ  genetic  techniques  to  alter  hered- 
ity, sex,  the  aging  process,  and  indeed,  the  very  nature  of 
life?  What  should  be  the  cost  to  society  of  the  techno- 
logical advances  that  permit  dialysis  and  transplantation 
for  every  patient  with  renal  failure  or  revascularization 
of  the  coronary  arteries  for  everyone  in  whom  the  dis- 
ease can  be  diagnosed?  And  what  should  be  the  cost  of 
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allowing  almost  indefinite  life  with  the  aid  of  life-sup- 
port systems?  Although  the  benefits  derived  from  these 
advances  are  often  clear  and  convincing,  their  contribu- 
tion to  health  care  costs  cannot  be  ignored. 

Along  with  the  issue  of  cost-effectiveness  are  concerns 
about  the  manner  in  which  medical  technology  is  intro- 
duced and  disseminated.  No  system  has  yet  been  devel- 
oped to  assess  medical  technology  from  the  standpoint 
of  either  efficacy  or  cost-benefit.  Moreover,  although 
there  is  a  great  tendency  to  introduce  new  technology 
into  the  health  care  system,  there  is  great  hesitation  to 
eliminate  medical  practices  once  they  have  become  ob- 
solete. The  introduction,  evaluation,  and  cost  of  tech- 
nology are  becoming  progressively  more  troublesome 
problems  for  our  society. 

The  problems  facing  the  health  care  system  with  re- 
spect to  experimental  diagnostic  and  treatment  modali- 
ties are  several  and  raise  these  questions: 

•  First,  by  what  process  are  experimental  treatments 
and  diagnostic  technologies  funded  during  their  de- 
velopmental phase? 

•  Next,  by  what  process  are  they  evaluated  for  effec- 
tiveness and  efficacy? 

•  Third,  what  role  does  cost-benefit  analysis  play  in 
such  an  evaluation? 

•  Finally,  at  what  point  does  an  experimental  regimen 
become  recognized  as  a  routine  part  of  the  physi- 
cian's armamentarium,  and  what  are  the  cost  impli- 
cations of  such  recognition? 

For  decades,  the  Federal  Government  has  been  the  pri- 
mary source  of  funding  for  biomedical  research  through 
the  National  Institutes  of  Health  (NIH).  During  much  of 
the  post- World  War  II  period,  this  country's  biomedical 
research  enterprise  prospered  and  grew  at  a  steady  pace. 
During  the  last  decade,  however,  a  number  of  concerns 
have  developed  that  have  an  impact  on  the  issues  before 
this  conference.  Competition  for  grant  funding  is  be- 
coming more  fierce,  and  there  is  an  increasing  percep- 
tion in  the  scientific  community  that  research  is  no  long- 
er a  growth  industry.  This  is  particularly  true,  it  appears, 
for  physicians  contemplating  careers  in  clinical  re- 
search. The  emphasis  at  NIH  has  been  on  elucidating 
basic  biomedical  events,  and  there  is  a  perceived  tilt 
away  from  the  physician-investigator  interested  in  clini- 
cal problems  in  favor  of  the  basic  biomedical  scientist. 
Federal  funding  for  clinical  research  is  not  keeping  pace 
with  the  growing  need. 

When  NIH  does  fund  clinical  research,  it  usually  as- 
sumes the  costs  only  of  what  it  defines  as  the  research 
portion  of  such  an  investigation.  Clinical  research,  how- 
ever, by  its  very  definition  includes  a  patient-care  com- 
ponent, for  which  NIH  expects  others  to  pay.  Likewise, 


the  pharmaceutical  industry  spends  nearly  a  billion  dol- 
lars annually  for  clinical  trials  but  often  expects  others  to 
pay  for  the  patient  care  involved  in  those  trials. 

The  majority  of  private  insurers  exclude  experimental 
or  unapproved  therapy  from  coverage  altogether,  as 
does  the  Medicare  program.  Too  often  decisions  are 
made  on  a  case-by-case  basis,  prompted  by  the  glare  of  a 
media  campaign  on  behalf  of  a  single  afflicted  individu- 
al. As  a  recent  New  England  Journal  of  Medicine 
"Sounding  Board"  article  put  it,  "The  persistent,  liti- 
gious, or  persuasive  patient  is  more  likely  to  receive  the 
possibly  experimental  treatment  with  this  system.  The 
meek  shall  not  inherit  the  treatment."1 

The  absence  of  a  payer  for  the  patient-care  expenses 
during  the  development  of  experimental  treatments  and 
technologies  has  an  adverse  impact  on  our  ability  to 
mount  effective  clinical  research  projects.  The  Associ- 
ation of  Community  Cancer  Centers  reports  that  al- 
though more  of  its  members  are  participating  in  clinical 
trials,  the  number  of  patients  enrolled  is  at  a  plateau.2 
Some  look  to  the  Government  to  mandate  third-party 
payment  of  experimental  treatments,  but  this  is  unlikely 
to  happen.  Medicare  payments  are  subject  to  stringent 
budgetary  controls  as  the  Federal  Government  tries  to 
deal  with  an  increasingly  intractable  deficit.  The  basic 
premise  of  the  insurance  industry  is  to  spread  known 
risk,  and  the  industry  is  ill-equipped  to  provide  coverage 
for  treatments  that  it  had  not  even  considered  in  devel- 
oping its  premium  structure.  Moreover,  even  if  third 
parties  were  mandated  to  assume  the  cost  of  new  treat- 
ments, the  more  than  35  million  Americans  who  have  no 
insurance  would  remain  uncovered. 

In  terms  of  evaluation,  the  process  by  which  a  new 
drug  or  device  moves  from  experimental  and  investiga- 
tional to  proven  and  approved,  although  often  painfully 
slow,  is  relatively  clear-cut  and  well  understood 
throughout  the  community.  The  process  for  a  similar 
dissemination  of  a  diagnostic  technique  or  treatment 
modality  is  less  well-defined  but  is  just  as  important  in 
the  consideration  of  the  differentiation  between  exper- 
imental and  state-of-the-art  health  care.  A  serious  prob- 
lem exists  because  technological  advances  outpace  the 
ability  of  medicine  to  evaluate  them  in  a  scientific  man- 
ner. The  new  discipline  of  health  services  research  must 
be  invoked  to  assess  and  evaluate  new  techniques,  docu- 
ment their  contributions  to  improving  health  and  the 
quality  of  life,  and  monitor  their  dissemination  into 
mainstream  health  care. 

Only  relatively  recently  has  medicine  come  to  accept 
health  services  research  as  a  valid  academic  discipline 
that  can  contribute  to  the  overall  mission  of  academic 
medical  centers.  The  term  "health  services  research" 
encompasses  a  wide  variety  of  investigational  tech- 
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niques  and  objectives  and  includes  such  activities  as 
medical  decisionmaking,  appropriateness  review,  out- 
comes research,  quality  assurance,  and  organization  of 
medical  care.  These  are  developing  fields  in  medicine, 
but  ones  that  are  still  woefully  inadequate  to  the  task. 
This  country  desperately  needs  to  build  an  infrastructure 
in  which  to  carry  out  health  services  research,  much  like 
that  which  has  been  built  for  biomedical  research  in  gen- 
eral. 

Currently,  we  are  wallowing  in  a  sea  of  poorly  defined 
problems  studied  in  diffuse  contexts  by  an  under- 
manned cadre  of  research  workers.  Health  services  re- 
search is  often  poorly  funded  and  sometimes  not  funded 
at  all.  Despite  the  creation  of  the  Agency  for  Health 
Care  Policy  and  Research  (AHCPR),  the  agency  spon- 
soring this  conference,  there  has  been  little  Government 
money  in  support  of  it,  and  help  from  the  private  sector 
is  sporadic  at  best.  Perhaps  most  importantly,  the  people 
trained  to  work  in  this  difficult  and  complex  arena  are 
not  available.  An  infusion  of  physician-researchers  is 
needed  if  the  field  is  to  prosper.  The  medical  profes- 
sion's view  that  decisions  about  new  diagnostic  tools 
and  new  therapies  should  be  left  to  the  medical  commu- 
nity is  essentially  correct,  but  this  will  not  occur  unless 
physicians  can  develop  better  and  more  generally  ac- 
cepted criteria  for  recommending  the  use  of  new  moda- 
lities. 

This  involvement  must  occur  through  the  academic 
medical  centers,  but  to  date,  these  centers  have  not  as- 
signed a  rightful  place  to  health  services  research  in  the 
academic  reward  system.  This  must  happen  if  academic 
institutions  are  to  attract  the  best  minds  to  this  field.  Ap- 
pointments' and  promotions'  committees  must  realize 
that  this  new  field  will  require  different  criteria  for  aca- 
demic advancement  than  do  the  traditional  scientific 
disciplines.  Population-based  studies  will  necessarily 
require  a  longer  time  for  completion  and  are  likely  to  re- 
sult in  fewer  papers,  perhaps  published  in  journals  that 
are  foreign  to  a  traditional  medical  school  faculty  com- 
mittee assigned  to  evaluate  a  health  services  researcher. 

Although  much  of  health  services  research  must  be 
carried  on  in  academic  institutions  and  private  public 
policy  research  organizations,  the  AHCPR  must  be  in 
the  forefront  of  providing  the  national  leadership  for 
evaluative  information  and  analytic  capabilities  in  tech- 
nology assessment  and  is  moving  toward  that  goal. 

Cost-benefit  analysis  presents  another  cause  for  con- 
cern. Many  believe  it  will  be  an  important  factor  in  eval- 
uation of  health  care  technologies  for  effectiveness  and 
efficacy,  but  my  view  is  that  it  may  not  be  the  clarifying 
tool  that  its  supporters  hope  it  will  be.  Cost-benefit  anal- 
ysis is  not  a  subject  with  which  most  physicians  are  com- 
fortable. First,  they  are  not  trained  in  its  intricacies;  rath- 


er, they  give  primacy  to  securing  the  welfare  of  their  in- 
dividual patients.  A  physician's  instinct  when  con- 
fronted with  an  acutely  ill  patient  is  to  try  everything  to 
alleviate  that  patient's  suffering,  even  if  a  total  cure  can- 
not be  achieved.  A  theoretical  cost-benefit  analysis  re- 
mains just  that — theoretical — in  the  face  of  the  pressing 
need  to  cure  or  ameliorate  disease. 

It  is  becoming  clear,  however,  that  issues  of  cost  must 
become  a  more  integral  part  of  medical  decisionmaking. 
If  physicians  are  unwilling  to  participate  in  developing  a 
consensus  on  the  appropriate  role  costs  should  pay  in  se- 
lecting therapy,  they  are  likely  to  find  others,  more  dis- 
tant from  the  patient,  who  are  willing  to  make  those  de- 
cisions. It  is  my  hope  that  physicians  will  become  more 
involved  in  the  health  services  research  that  will  shape 
such  decisions. 

Cost-benefit  analysis  will  conceivably  be  used  in  two 
ways  to  influence  reimbursement.  The  first  will  be  to  as- 
sess the  competing  treatments  available  for  a  particular 
disease  in  an  individual  patient.  An  example  is  the  use  of 
5-oc-reductase  inhibitors  in  the  treatment  of  prostatic  hy- 
perplasia. This  drug  will  become  available  under  the 
name  "Proscar"  sometime  in  1992.  It  will  obviate  pros- 
tatectomy in  about  two-thirds  of  patients  with  prostatic 
hyperplasia  but  will  require  lifetime  treatment;  individ- 
uals who  do  not  keep  up  with  the  drug  will  experience  a 
recurrence  of  their  problem.  The  patients  will  have  a 
choice,  but  in  a  managed-care  setting,  will  that  choice  be 
permitted?  A  second  and  more  difficult  application  of 
cost-benefit  analysis  occurs  when  expensive  technolo- 
gies are  pitted  against  more  mundane  services,  even 
though  the  "high-tech"  methods  will  only  palliate  and 
not  cure.  The  restriction  on  transplants  by  Medicaid 
proposed  in  Oregon  is  a  good  example. 

The  Washington  Post  ran  a  front-page  story  (Sept.  1 , 
1991)  entitled  "Organ  Transplants:  Rationing  by  Wal- 
let?" The  reporter  commented  on  regulations  proposed 
by  the  Health  Care  Financing  Administration  that  would 
explicitly  mandate  that  cost-effectiveness  be  considered 
in  coverage  decisions.  Gail  Wilensky  is  quoted  as  say- 
ing that  the  proposal  is  not  meant  to  block  "something 
that  is  a  great  advance  just  because  it  costs  a  lot,"  but  in- 
stead would  allow  Medicare  to  pay  no  more  for  a  new 
treatment  than  for  an  equally  effective  older  one.  The 
article  also  raised  the  ethical  issue  that  there  is  still  "a  de- 
bate over  transplants — and  other  expensive  medical 
procedures — and  whether  their  costs  can  be  justified  in 
terms  of  the  relatively  few  who  benefit." 

How  accurately  can  cost-benefit  or  other  economic 
analysis  be  applied  to  clinical  problems?  Alan  Hillman 
and  his  colleagues3  at  the  Leonard  Davis  Institute  of 
Health  Economics  have  written: 
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Economic  analysis  is  a  new,  evolving,  complex, 
and  unstandardized  field  with  which  many  editors, 
reviewers,  policy  makers,  physicians,  and  universi- 
ties are  unfamiliar.. ..Existing  university  policies  to 
protect  academic  integrity  are  less  able  to  detect  and 
prevent  bias  in  such  studies  than  in  other  forms  of  re- 
search. In  economic  analysis,  the  choice  of  which 
agents  and  interventions  to  compare,  which  data  to 
include,  which  costs  to  measure,  which  perspective 
to  adopt,  which  outcomes  to  assess,  which  assump- 
tions to  make,  and  how  to  present  the  results  may 
produce  important  differences  in  a  study's  conclu- 
sions. 

Looking  at  the  dissemination  of  new  technologies  into 
the  medical  care  system,  we  see  that  it  is  unrealistic  to 
expect  that  we  can  identify  the  point  at  which  a  treatment 
ceases  to  be  experimental  and  becomes  universally  rec- 
ognized as  routine.  The  American  Medical  Associ- 
ation's Council  on  Scientific  Affairs4  defines  this  dilem- 
ma most  succinctly:  "Technologies  develop  along  a 
continuum  of  accumulating  evidence  about  their  safety 
and  effectiveness."  Although  it  is  certainly  desirable  to 
prevent  the  premature  diffusion  of  a  complex  and  ex- 
pensive technology,  it  may  be  difficult  to  gain  consensus 
on  clinical  utility  and  appropriate  applications. 

Currently,  it  appears  that  the  decision  is  in  the  hands  of 
decentralized  third-party  payers  whose  policies  on  re- 
imbursement for  certain  technologies  are  the  de  facto 
determination  of  whether  a  treatment  is  still  viewed  as 
experimental  research.  Experience  has  shown,  howev- 
er, that  experimental  therapies  that  are  less  expensive  or 
that  do  not  involve  inpatient  care  are  released  from  ex- 
perimental status  more  readily  and  earlier  in  their  exis- 
tence. Obviously,  different  evaluation  standards  are  be- 
ing applied,  and  cost  seems  to  be  an  important  compo- 
nent in  such  decisions. 

A  rational  approach  would  seem  to  be  to  seek  medical 
consensus  on  the  effectiveness  of  a  treatment,  and  that 
once  reached,  such  consensus  should  be  sufficient  to  as- 
sure third-party  reimbursement  for  that  treatment.  It  is 
more  difficult  to  describe  the  process  by  which  such  a 
consensus  should  be  reached  because  professional  med- 


ical specialty  societies  are  often  not  in  agreement. 
Moreover,  many  groups  would  like  to  go  further  than 
consensus.  For  example,  the  National  Cancer  Institute 
(NCI)5  advocates  that  "in  the  treatment  of  cancer,  pa- 
tients on  clinical  trials  receive  therapy  that  is  quite  likely 
to  be  at  least  equivalent  to  or  possibly  better  than  stand- 
ard treatment."  Here,  the  NCI  promotes  the  concept  that 
clinical  trials  represent  standard  treatment  for  cancer  pa- 
tients where  no  cure  is  known  to  exist. 

In  conclusion,  these  are  difficult  issues  with  which  our 
health  care  delivery  system  must  grapple.  The  AAMC's 
member  medical  schools  and  teaching  hospitals  are  the 
loci  where  many  of  the  experimental  therapies  are  tested 
and  applied.  The  uncertainty  of  payment  mechanisms 
for  these  treatments  is  a  real  and  critical  problem  for 
these  institutions  as  they  pursue  dual  missions  of  ad- 
vancing knowledge  and  caring  for  patients.  As  leaders 
in  America's  health  care  delivery  system,  however, 
these  institutions  must  also  accept  responsibility  for  de- 
veloping solutions  to  the  issues  involving  application  of 
new  technologies.  It  is  for  this  reason  that  the  Associ- 
ation of  American  Medical  Colleges  is  pleased  to  be  in- 
cluded in  this  debate,  and  we  thank  AHCPR  for  initiat- 
ing these  discussions. 
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Practitioners'  Perspective  - 1 
H.  Denman  Scott,  M.D. 


Many  doctors  and  patients  do  not  see  a  clear  distinction 
between  experimental  and  state-of-the-art,  especially  in 
circumstances  of  serious  illness,  but  is  the  line  between 
the  two  so  fuzzy  as  to  be  always  indistinct?  Is  it  possible 
to  draw  a  clear  line,  at  least  in  some  circumstances?  In 
my  opinion,  it  is.  In  a  health  care  enterprise  which  is  so 
robust,  so  vast,  so  entrepreneurial,  and  so  good  at  excit- 
ing the  public,  will  anyone  pay  much  attention  to  the 
lines  we  draw?  Or  will  the  momentum  inherent  in  a 
$700  billion  activity  push  past  any  logical  checks  and 
balances? 

The  circumstances  that  the  practicing  internist 
faces — and  one  that  I  faced  many  times  during  my  years 
of  practice — is  a  patient,  usually  in  a  life-threatening 
circumstance,  with  a  very  advanced  disease.  Usually, 
the  patient  has  a  malignancy  or,  over  the  past  few  years, 
acquired  immunodeficiency  syndrome. 

Many  technologies  are  readily  available — single 
drugs,  new  drug  combinations,  bone  marrow  transplant, 
plasmapheresis,  and  so  on.  The  probabilities  of  success 
are  often  low,  but  if  the  treatment  works,  results  are 
sometimes  quite  spectacular. 

In  these  circumstances,  there  is  always  a  sense  of  des- 
peration. The  physician  wants  to  offer  some  hope.  The 
patient  clings  to  whatever  is  offered.  The  doctor  really 
wants  to  do  all  that  he  or  she  can  reasonably  do.  The  de- 
cisions made  are  not  mindless.  They  are  very  carefully 
considered  by  a  whole  range  of  people  including  the  pa- 
tient who  is  so  sick.  Decisions  are  also  strongly  in- 
fluenced by  the  presence  of  health  insurance  which  in- 
sulates both  the  patient  and  the  doctor  from  the  econom- 
ic consequences  of  various  treatments. 

When  insurers  resist  paying  for  treatments  they  con- 
sider experimental,  the  patient,  sometimes  the  patient's 
doctor,  and  others  turn  to  television  to  plead  their  need. 
The  story  of  human  suffering  against  big  bureaucracies 
evokes  public  sympathy,  and  often  the  insurer  will  cave 
in  to  this  outpouring  of  concern.  I  always  feel  sorry  for 
the  insurance  company  medical  directors  who  must  ex- 
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plain  to  the  TV  audience  why  various  statistical  data  or 
lack  thereof  justify  withholding  a  treatment  from  a 
gravely  ill  person.  If  the  insurer  continues  to  resist,  as 
we  have  heard  earlier,  patients,  their  lawyers,  and  their 
families  commonly  resort  to  the  courts  which  often  side 
with  the  patient. 

Thus,  in  the  media  and  in  the  courts,  the  individual  per- 
spective predominates.  More  complex  and  subtle  socie- 
tal issues  about  cost-effectiveness  and  the  problem  of 
excessive  health  costs  are  pushed  into  the  background 
and  put  off  until  another  day. 

In  the  United  States,  health  care  operates  much  of  the 
time  on  a  piecework  basis.  We  take  care  of  people  one 
by  one.  Not  enough  of  us  ask  the  question,  "What  is 
good  for  the  population  as  a  whole?"  This  failure  to  re- 
flect on  and  understand  the  public  health  perspective  has 
allowed  the  health  status  of  the  Nation  to  deteriorate. 

As  clearly  highlighted  by  Dr.  Harold  Freeman  at  this 
conference,  we  see  an  appalling  failure  to  provide  pri- 
mary and  preventive  care  to  millions  of  Americans. 
Thus,  we  see  resurgent  measles  epidemics  of  unusual 
virulence.  We  see  tuberculosis  making  a  comeback.  We 
see  much  more  gonorrhea  and  syphilis.  We  see  people 
untreated  for  asthma,  diabetes,  and  hypertension.  We 
see  pregnant  women  without  prenatal  care. 

The  problem  with  access  in  America  is  not  that  the 
acutely  ill  person  or  the  poor  woman  with  a  massive 
breast  tumor  does  not  eventually  stumble  into  the  sys- 
tem. The  problem  is  that  people  are  not  welcome  into  it, 
and  as  a  result,  they  are  being  deprived  of  well-estab- 
lished, highly  effective  state-of-the-art  treatments.  A 
measles  vaccine  is  a  brilliant  intervention.  Insulin,  of 
course,  is  old  state-of-the-art.  There  are  many  more 
treatments  that  those  who  lack  access  to  care  do  not  re- 
ceive in  a  timely  fashion  or  do  not  get  at  all. 

Our  failures  in  health  care  are  having  serious  conse- 
quences. We  see  more  learning  problems  in  the  schools. 
We  see  greater  burdens  imposed  on  our  schools  because 
of  these  learning  problems,  and  we  see  a  less  able  work 
force  in  our  future  because  of  this  neglect. 

Coping  with  these  problems  is  essential  to  the  public 
health  and  a  productive  society;  our  failure  to  deal  with 
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them  will  inevitably  lead  to  a  weaker  society.  Therefore, 
it  is  very  important  to  deal  with  the  problem  of 
state-of-the-art  versus  experimental.  We  should  not 
waste  resources  on  ineffective  care. 

Can  we  create  a  mechanism  to  test  the  untested  in  the 
course  of  our  everyday  medical  practice?  We  urgently 
need  to  expand  and  create  programs  and  incentives  to  at- 
tract first-rate  talent  into  the  field  of  health  services  re- 
search. Even  with  an  expanded  budget  for  the  Agency 
for  Health  Care  Policy  and  Research  (AHCPR),  the  re- 
sources are  relatively  vestigial.  Compare  the  AHCPR 's 
budget  of  $120  million  with  $9  billion  for  the  National 
Institutes  of  Health  (NIH),  $120  billion  for  Medicare, 
and  $100  billion  for  Medicaid.  Relatively,  health  serv- 
ices research  has  a  thimbleful  of  resources  devoted  to 
problems  of  such  great  interest  and  importance.  We  all 
should  urge  increased  funding  for  health  services  re- 
search from  both  the  public  and  private  sectors.  With 
greater  resources,  we  can  think  about  creating  national 
mechanisms  to  determine  which  therapies  and  which 
diagnostic  strategies  should  be  declared  experimental 
and  evaluated  in  practice. 

How  can  we  establish  a  list?  We  can  canvass  our  insur- 
ers. They  are  dealing  with  contentious  issues  day  by 
day.  We  can  follow  promising  research  and,  before  a 
therapy  becomes  widespread,  can  test  it  in  different  set- 
tings. 

One  option  would  be  to  develop  a  community  testing 
network — something  analogous  to  the  human  immuno- 
deficiency virus  (HIV)  experience.  Many  problems 
have  occurred  during  the  HIV  community  trials.  These 
need  to  be  understood  and  new  approaches  devised.  The 
approach  should  not  be  abandoned. 

As  we  seek  knowledge  of  what  is  effective,  one  of  the 
great  challenges  will  be  to  sustain  innovation.  Bureau- 
cratic inertia  can  be  stultifying  and  impede  the  whole  en- 
terprise. Although  some  bureaucracy  is  a  necessary  fact 
of  organizational  life,  we  must  constantly  seek  ways  to 
minimize  its  adverse  effects. 

Consider  the  issue  of  laparoscopic  gallbladder  surgery. 
It  was  invented  in  France  and  imported  to  the  United 
States  by  a  private  practitioner  in  Tennessee.  Surgeons 
traveled  from  all  over  the  Nation  to  learn  the  new  tech- 


nique. Patients  who  had  the  procedure  found  them- 
selves going  home  in  1-2  days  without  a  big  scar  and 
with  few  discomforts.  Almost  overnight,  an  industry 
was  created.  Surgeons  are  now  taking  their  scopes, 
cameras,  and  other  new  tools  into  other  body  cavities 
and  performing  remarkably  complex  procedures. 

This  surgical  revolution  bypassed  the  ordinary  devel- 
opmental process  in  this  country.  Academic  centers, 
medical  schools,  and  NIH  funding  were  not  prominent. 
Also  not  prominent  was  any  early  systematic  evaluation 
of  effectiveness  and  complications.  This  was  and  is  a  se- 
rious failing  in  this  particular  circumstance. 

We  must  work  towards  the  marriage  of  innovative  en- 
ergy to  early  and  careful  evaluations  of  the  innovations. 
We  need  a  set  of  rules  that  can  help  us  with  these  prob- 
lems and,  at  the  same  time,  structure  ourselves  so  that 
the  innovation  is  not  slowed  down  unduly. 

What  if  laparoscopic  surgery  had  to  get  Government 
agency  approval?  With  luck,  it  might  be  part  of  the  Na- 
tion's Year  2000  Health  Objectives.  In  short,  a  10-year 
bureaucratic  drag  could  have  occurred. 

On  a  closing  note,  let  me  tell  you  about  an  experience  I 
had  in  private  practice.  One  of  my  patients  was  a  bishop, 
and  he  had  a  way  of  tweaking  me  out  of  my  routine 
thinking.  On  one  occasion,  he  asked,  "How  would  you 
be  caring  for  me  if  we  were  500  years  into  the  future?" 
For  one  struggling  from  week  to  week,  this  drew  me  up 
short.  "Is  it  right,"  he  asked,  "for  you  to  invest  so  much 
in  me  to  gain  a  few  weeks  or  months  of  life  when  so 
much  need  exists  among  so  many  whose  lives  are  large- 
ly ahead  of  them?" 

Surely,  what  we  do  in  the  next  100  or  500  years  is 
bound  to  be  different  from  what  we  are  doing  today.  It  is 
unlikely  that  our  society  will  continue  to  devote  an 
ever-increasing  amount  to  medical  care,  given  the 
whole  societal  agenda  before  us.  Since  1950,  as  you  all 
know,  the  proportion  of  resources  given  to  medical  care 
has  tripled  from  4  percent  to  12  percent  of  the  gross  na- 
tional product.  Consider  the  next  40  years.  Will  it  triple 
again  to  36  percent  of  the  gross  national  product?  Prob- 
ably not.  What  will  we  be  doing  and  how  will  we  shape 
what  we  do?  Important  questions  for  today,  crucial 
questions  for  tomorrow. 
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Practitioners'  Perspective  -  II 
Elizabeth  Brown,  M.D. 


This  paper  will  focus  on  defining  the  term  "investiga- 
tional" because  this  issue  is  faced  every  day  in  the  Divi- 
sion of  Health  Care  Technology  of  the  American  Medi- 
cal Association  (AMA).  We  receive  calls  from  payers, 
patients,  and  their  physicians  and  lawyers  all  asking 
about  medical  services  and  really  wanting  to  know  the 
answer  to  one  simple  question — or  one  they  believe  is 
simple — is  this  service  investigational  or  not?  The  un- 
derlying reason  behind  the  calls  is  always  the  same.  The 
callers  want  to  know  prospectively  whether  this  medical 
service  will  be  covered  or  retrospectively  why  it  was  not 
covered. 

Many  of  the  callers  would  like  to  think  that  the  AMA  or 
some  organization  should  have  a  master  list  of  what  is  or 
is  not  experimental  or  investigational  and  that  the  an- 
swer to  the  question  should  be  as  simple  as  consulting 
this  list.  Of  course,  it  is  not  that  simple.  Our  callers  are 
always  asked  their  definition  of  investigational  or  ex- 
perimental, and  more  often  than  not  they  really  have  no 
idea. 

Why  has  this  issue  become  so  important?  The  reason 
is  primarily  that  investigational  as  an  exclusionary  crite- 
rion for  insurance  coverage  has  been  exercised  increas- 
ingly in  this  era  of  proliferating  health  care  technologies 
and  increasing  health  care  costs.  Therefore,  it  is  a  seri- 
ous issue  and,  for  some  patients,  a  matter  of  life  or  death. 

For  example,  preadmission  denials  often  appear  as  de- 
nial of  care.  Faced  with  this,  patients  challenge  these  de- 
cisions in  court.  Legal  challenges  to  coverage  denials  of 
high  dose  chemotherapy  and  autologous  bone  marrow 
transplant  for  breast  cancer  have  become  common;  and 
when  the  courts  are  given  the  opportunity  to  weigh  the 
evidence  themselves  and  determine  whether  a  service  is 
investigational,  they  typically  find  in  favor  of  the  pa- 
tient. 

These  court  cases  illustrate  that  the  definition  of  inves- 
tigational or  experimental  can  be  looked  at  in  three 
ways.  First,  we  look  at  how  the  word  investigational  is 
defined.  Second,  we  examine  the  process  by  which  it  is 
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determined  whether  a  medical  service  does  or  does  not 
fulfill  that  definition;  this  process  involves  technology 
assessment — that  is,  the  coverage  decisionmaking  pro- 
cess by  third-party  payers.  Finally,  the  issue  quickly 
evolves  into  a  bigger  discussion  of  the  underlying  policy 
question — is  the  use  of  the  term  "experimental"  an  ap- 
propriate way  to  exclude  coverage  for  medical  thera- 
pies? 

We  elected  to  examine  how  physicians  define  the  term 
investigational.  In  our  technology  assessment  program 
at  the  AMA,  which  is  called  the  Diagnostic  and  Thera- 
peutic Technology  Assessment  Program,  referred  to  as 
DATTA,  we  routinely  survey  physicians  and  ask  them  to 
evaluate  the  safety  and  effectiveness  of  technologies. 
One  possible  rating  the  panelists  may  select  is  investiga- 
tional, which  is  defined  as  follows:  "There  is  no  consen- 
sus on  the  safety  or  effectiveness  of  this  technology  to 
date.  There  is  insufficient  evidence  to  determine  its  ap- 
propriateness or  if  it  warrants  further  study  or  if  the  use 
of  this  technology  for  the  given  indication  in  the  speci- 
fied patient  population  should  be  confined  to  research 
protocols." 

We  wanted  to  find  out  what  our  panelists  thought  of 
this  definition  and  how  they  interpret  other  commonly 
used  definitions  of  the  term  investigational.  The  study 
question  is  summarized  as  follows:  Is  there  a  difference 
in  the  use  of  the  word  investigational  in  different  clinical 
settings  and  in  different  contexts? 

The  two  different  clinical  settings  were  patients  with 
terminal  illnesses  and  patients  without  terminal  ill- 
nesses. We  wanted  to  test  the  hypothesis  that  there  is  a 
different  interpretation  of  the  term  investigational  for 
those  patients  who  have  a  terminal  illness  and  for  whom 
treatment  options  are  limited.  The  two  different  con- 
texts in  which  the  term  investigational  is  used  were  in 
the  medical/clinical  context  or  as  an  exclusionary  crite- 
rion for  insurance  coverage.  For  example,  clinical  trials 
might  fit  a  medical  definition  of  the  term  investigation- 
al. At  the  same  time,  there  might  be  some  disagreement 
as  to  whether  clinical  trials  should  be  excluded  from 
coverage. 
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We  selected  eight  definitions  of  the  word  investiga- 
tional. Many  of  these  definitions  were  adapted  from  the 
Blue  Cross/Blue  Shield's  criteria  for  coverage  eligibil- 
ity, primarily  because  they  have  one  of  the  more  explicit 
lists  of  criteria. 

Off-label  uses  of  drugs  and  devices  is  the  first  defini- 
tion of  investigational.  Certain  practices  and  certain 
medical  specialties  use  a  large  proportion  of  these  drugs. 
In  cancer  care,  for  example,  up  to  80  percent  of  the  drugs 
are  used  off-label  when  administered  in  combination 
regimens  and  up  to  50  percent  in  single-drug  regimens. 
In  pediatrics,  up  to  70  percent  of  the  drugs  are  used 
off-label. 

The  second  definition  encompasses  National  Cancer 
Institute  (NCI)  Group  C  cancer  drugs  and  drugs  ap- 
proved under  the  FDA  treatment  investigational  new 
drug  (IND).  There  are  those  who  consider  drugs  in  these 
two  categories  as  investigational  because  they  do  not 
have  final  approval  from  the  FDA. 

Medical  services  for  which  long-term  outcomes  are  as 
yet  unknown  was  the  third  definition.  For  some  people, 
long  term  is  problematic  because  it  implies  that  a  medi- 
cal service  could  be  considered  investigational  for  many 
years.  For  example,  the  long-term  outcome  of  adminis- 
tering a  drug  that  lowers  cholesterol  level  would  be 
whether  patients  had  a  reduced  incidence  of  cardiovas- 
cular disease. 

The  fourth  definition  was  those  medical  services  that 
have  not  been  evaluated  by  well-designed,  well-con- 
trolled clinical  trials.  This,  of  course,  is  a  long-standing 
controversial  issue,  particularly  among  oncologists  who 
find  it  difficult  to  accept  that  because  a  therapy  is  part  of 
a  clinical  trial,  it  is  therefore  investigational  and  not  eli- 
gible for  coverage. 

Medical  services  whose  beneficial  effects  have  not 
been  shown  to  be  attainable  outside  an  investigational 
setting  was  the  fifth  definition.  This,  of  course,  gets  into 
the  setting  in  which  care  is  given.  Medical  services  for 
which  there  is  no  authoritative  evidence  in  the  medical 
community  supporting  their  safety  or  effectiveness  was 
the  sixth  definition. 

The  seventh  definition  was  medical  services  for  which 
the  beneficial  effects  are  outweighed  by  any  harmful  ef- 
fects. This  definition  essentially  involves  a  risk/benefit 
analysis.  We  thought  that  in  patients  with  a  terminal  ill- 
ness, a  lower  level  of  evidence  of  safety  and  effective- 
ness might  be  appropriate  when  no  other  treatment  op- 
tions exist. 

The  last  definition  was  alternative  medical  therapies 
not  widely  recognized  by  the  medical  community.  This 
definition  would  include  such  therapies  as  laetrile  or  im- 
munoaugmentative  therapies  that  are  considered  to 
have  very  little  scientific  basis. 


The  panelists  were  asked  to  consider  these  definitions 
and  indicate  their  level  of  agreement  with  them  on  a 
scale  of  1  to  5,  ranging  from  strongly  disagree  to  agree: 
The  panelists  considered  each  definition  in  terms  of  ter- 
minal and  nonterminal  illness  and  in  the  two  different 
contexts,  medical/clinical  and  as  an  exclusionary  cover- 
age criterion.  Therefore,  there  were  a  total  of  four  differ- 
ent evaluations  for  each  definition. 

The  panelists  were  selected  from  our  overall  panel  of 
some  2,000  physicians  who  were  nominated  by  medical 
schools  and  medical  specialty  societies.  Panelists  in- 
cluded oncologists  (82),  general  internists  (30),  family 
practitioners  (20),  obstetricians/gynecologists  (30),  pe- 
diatricians (30),  and  quality  assurance  experts  (15).  We 
included  all  the  oncologists  from  our  overall  panel  be- 
cause we  thought  this  topic  would  be  of  particular  inter- 
est to  them.  Then  we  chose  a  random  sample  of  panelists 
from  specialists.  We  had  a  total  of  207  panelists;  107 
panelists  completed  the  survey  for  a  52  percent  response 
rate. 

The  data  are  presented  in  Figures  1  through  8.  The 
darker  bars  represent  the  interpretation  of  the  definition 
in  a  medical/clinical  context;  the  lighter  bars  represent 
the  interpretation  of  the  definition  used  as  an  exclusion- 
ary coverage  criterion.  The  two  contexts  were  com- 
pared for  patients  with  nonterminal  illness  and  those 
with  terminal  illness.  We  also  analyzed  the  data  for  all 
physicians  and  then  analyzed  them  separately  for  oncol- 
ogists. 

The  y-axis  represents  the  possible  survey  responses 
ranging  from  strongly  disagree  at  1  to  strongly  agree  at 
5.  Figure  1  shows  the  data  for  the  first  definition,  off-la- 
bel  uses  of  drugs  and  devices.  The  results  here  are  really 
quite  typical  of  all  the  definitions  we  provided.  Among 
panelists  as  a  whole,  there  was  a  significant  difference 
between  the  interpretation  of  the  definition  as  used  in  the 
medical/clinical  context  versus  as  an  exclusionary  crite- 
rion for  coverage.  Quite  typically,  when  the  panelists 
were  asked  to  consider  these  definitions  as  exclusionary 
criteria,  the  mean  responses  to  the  survey  were  below  3, 
indicating  a  level  of  disagreement.  Interestingly 
enough,  there  was  no  significant  difference  between  re- 
sponses dealing  with  the  contexts  involving  patients 
with  nonterminal  illness  and  those  with  terminal  illness. 

The  right-hand  side  of  Figure  1  summarizes  the  oncol- 
ogists' responses.  Their  responses  for  this  definition 
were  similar  to  those  for  other  definitions:  when  com- 
pared with  the  responses  of  the  panelists  as  a  whole, 
their  responses  for  the  medical/clinical  context  were 
lower,  that  is,  more  negative;  and,  as  with  the  ratings  of 
the  group  of  panelists  as  a  whole,  there  typically  was  no 
significant  difference  between  the  ratings  for  the  defmi- 
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Figure  1.  Physicians'  ratings  of  the  term  investigational  defined  as  off-label  uses  of  drugs  and  devices 
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tions  as  used  in  a  medical/clinical  context  versus  as  an 
exclusionary  criterion. 

Figure  2  summarizes  the  data  from  definition  2,  NCI 
Group  C  drugs  and  treatment  IND.  Although  there  is 
some  agreement  that  these  could  be  labeled  investiga- 
tional in  a  medical/clinical  context,  there  was  quite  a 
substantial  disagreement  that  this  definition  should  be 
used  as  an  exclusionary  criterion  for  coverage.  The  on- 
cologists' 1.7  mean  value  for  the  term  used  as  an  exclu- 
sionary criterion  for  patients  with  terminal  illnesses  was 
the  lowest  rating  in  the  entire  survey. 

Figure  3  summarizes  data  from  the  third  definition, 
therapies  untested  by  clinical  trials.  Again,  there  is  a  sig- 
nificant difference  in  ratings  between  the  two  contexts. 
The  rating  for  the  definition  as  an  exclusionary  criterion 
is  below  3,  indicating  some  level  of  disagreement,  al- 
though this  rating  is  quite  close  to  being  neutral. 

The  same  pattern  of  responses  is  seen  for  the  fourth 
definition,  therapies  confined  to  investigational  settings 
(Figure  4).  As  seen  in  Figure  5,  the  ratings  for  the  defini- 
tion, therapies  without  consensus  among  physicians,  in- 
dicate there  is  some  level  of  agreement  that  this  defini- 
tion is  a  reasonable  approach  to  defining  investigational 
therapies. 

Ratings  for  the  sixth  definition,  therapies  with  unfa- 
vorable risk/benefit  ratios,  and  for  the  seventh  defini- 
tion, therapies  with  unknown  long-term  outcomes,  are 
summarized  in  Figures  6  and  7,  respectively.  The  same 
general  pattern  is  seen:  Among  the  panelists  as  a  whole, 
there  was  a  significant  difference  in  the  mean  rating  of 
the  term  as  used  in  the  designated  context  with  no  signif- 
icant difference  in  the  rating  of  the  definition  for  patients 


with  or  without  terminal  illness.  Although,  as  seen  in 
Figure  6,  the  mean  rating  for  the  oncologists  was  similar 
to  that  for  the  panel  as  a  whole,  there  was  no  significant 
difference  due  to  the  small  number  of  oncologists. 

Figure  8  summarizes  the  ratings  for  the  last  definition, 
alternative  therapies  unrecognized  by  physicians.  This 
is  the  only  instance  where  there  is  no  significant  differ- 
ence between  the  mean  rating  for  the  definition  as  used 
in  a  medical/clinical  context  and  as  an  exclusionary  cov- 
erage criterion.  Even  among  oncologists,  there  is  a 
higher  mean  rating  for  the  definition  used  as  an  exclu- 
sionary criterion. 

What  conclusions  can  be  drawn  from  these  data?  The 
first  is  that  the  panelists  did  not  strongly  disagree  or 
strongly  agree  with  any  of  the  definitions.  The  entire 
range  of  means  was  3.7  to  1.7,  with  most  clustered 
around  the  neutral  category. 

Among  the  entire  group  of  panelists  and  among  oncol- 
ogists, there  is  no  significant  difference  between  the  rat- 
ings of  the  definitions  as  applied  to  patients  with  or  with- 
out terminal  illness.  This  was  something  of  a  surprise 
because  we  had  hypothesized  that  patients  with  terminal 
illness  represented  a  unique  subset. 

Among  the  entire  group  of  panelists,  there  was  a  sig- 
nificant difference  between  the  ratings  for  the  defini- 
tions as  used  in  a  medical  context  and  as  an  exclusionary 
coverage  criterion  for  all  definitions  with  one  exception: 
alternative  therapies  unrecognized  by  the  medical  com- 
munity. This  definition  would  include  such  therapies  as 
laetrile  or  immunoaugmentative  therapy. 

The  mean  rating  for  the  definitions  used  as  an  exclu- 
sionary criterion  for  coverage  was  below  3,  indicating 
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Figure  2.  Physicians'  ratings  of  the  term  investigational  defined  as  National  Cancer  Institute 
Group  C/treatment  investigational  new  drug 
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Figure  3.  Physicians'  ratings  of  the  term  investigational  defined  as  therapies  untested  by  clinical  trials 
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Figure  4.  Physicians'  ratings  of  the  term  investigational  defined  as  therapies  confined  to  investigational 
settings  
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Figure  5.  Physicians'  ratings  of  the  term  investigational  defined  as  therapies  without  consensus  among 
physicians   
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Figure  6.  Physicians'  ratings  of  the  term  investigational  defined  as  therapies  with  unfavorable  risk/benefit 
ratios 
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Figure  7.  Physicians'  ratings  of  the  term  investigational  defined  as  therapies  with  unknown  long-term 
outcomes 
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Figure  8.  Physicians'  ratings  of  the  term  investigational  defined  as  alternative  therapies  unrecognized  by 
physicians  
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some  level  of  disagreement,  in  five  of  the  eight  cases. 
The  exceptions  were  medical  services  in  which  there  is 
no  evidence  of  a  consensus  in  the  medical  community, 
therapies  in  which  the  risk/benefit  ratio  is  unfavorable, 
and  those  therapies  not  recognized  by  the  medical  com- 
munity. 

Finally,  among  oncologists,  there  was  a  significant  dif- 
ference between  the  ratings  for  the  definitions  as  used  in 
the  medical  context  and  as  used  as  exclusionary  criteria 
for  only  two  definitions:  NCI  Cancer  Group  C  and  treat- 
ment IND  and  therapies  for  which  the  long-term  out- 
come is  unknown.  The  lack  of  significant  differences 
may  be  related  to  the  fact  that  oncologists  tended  to  have 
a  more  negative  rating  of  the  definition  as  used  in  a  med- 
ical/clinical context. 

How  do  we  put  this  all  together  and  come  to  any  con- 
clusions or  recommendations?  One  might  look  at  the 
negative  ratings  of  these  definitions  when  used  as  exclu- 
sionary criteria  and  surmise  that  physicians  are  asking 
for  very  minimal  restrictions  on  coverage.  This  is  not 
the  case,  particularly  because  of  the  current  economic 
environment  and  also  because  widespread  insurance 


coverage  inhibits  the  ability  to  conduct  the  necessary 
clinical  trials.  Insurance  coverage  can  be  a  very  impor- 
tant tool  in  controlling  diffusion  of  new  medical  tech- 
nologies in  a  very  constructive  way. 

Physicians  want  a  coverage  decisionmaking  process 
that  is  consistently  applied,  reflects  the  realities  of  the 
practice  of  medicine,  and  does  not  rely  so  heavily  on  the 
term  investigational.  The  relationship  between  payers 
and  practicing  physicians  has  frequently  been  described 
as  adversarial.  There  will  always  be  that  element  of  fric- 
tion primarily  because  practicing  physicians  represent 
individual  patients  and  therefore  serve  as  that  patient's 
advocate,  whereas  payers  must  look  at  the  overall  popu- 
lation of  patients  and,  from  that  vantage  point,  set  health 
coverage  policy. 

Even  so,  there  is  a  lot  of  room  for  increased  collabora- 
tion between  payers  and  practitioners.  Certainly  in 
terms  of  coverage  policy,  there  is  room  for  discussions 
between  the  two  groups  to  try  to  refine  some  of  these 
definitions  or  to  consider  ways  in  which  insurance  cov- 
erage can  be  used  to  promote  health  care  and  clinical 
trials  to  the  advantage  of  both  groups. 
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Discussion/Questions  and  Answers  - 


Session  2 


Q :  [Dr.  Holohan]  I  invite  the  presenters  to  respond 
or  react  to  points  raised  during  this  discussion. 

A:  [Dr.  Brown]  The  common  theme  of  all  of  the  pre- 
senters in  our  group  is  that  there  really  is  an  opportunity 
and  a  need  for  further  collaboration  between  practicing 
physicians  and  payers.  This  is  a  fruitful  area  for  collabo- 
ration in  the  future. 

A:  [Dr.  Freeman]  I  agree.  The  adversarial  issue  arises 
often  because  whenever  we  see  a  patient,  we  want  to  do 
something  to  help  them,  such  as  order  a  test  or  proce- 
dure. We  want  to  be  able  to  do  that  test  or  procedure  and 
for  it  to  be  covered;  when  it  is  not,  we  are  forcing  a  pa- 
tient to  pay  for  something  that  we  are  asking  them  to  do. 
We  do  not  like  that,  and  the  situation  becomes  adversari- 
al. However,  in  the  right  spirit  and  with  the  right  kinds  of 
information  gathering,  some  of  these  procedures  can  be 
paid  for  during  trials;  we  can  all  meet  on  the  same 
ground. 

Q :  [Kenneth  Nelson,  Office  of  the  Inspector  Gener- 
al, U.S.  Department  of  Health  and  Human  Services] 
Does  investigational  therapy  raise  the  total  health 
care  costs  in  this  country?  Secondly,  apparently  we 
have  appropriated  funds  for  the  National  Institutes 
of  Health  (NIH)  and  the  agency  that  is  conducting 
this  meeting.  We  have  entitlement  programs  where 
everyone  pays  taxes,  whether  they  want  to  or  not,  to 
support  Medicare  and  Medicaid,  and  people  get 
health  insurance  through  their  employer  through  a 
variety  of  mechanisms.  If  these  funds  were  to  be- 
come available  to  handle  what  is  called  investiga- 
tional approaches,  is  it  likely  that  the  Congress  will 
turn  around  in  a  period  of  deficits  and  cut  the  fund- 
ing for  Federal  agencies  that  now  provide  research 
funds  or  that  State  legislatures  will  cut  the  funds  for 
State  medical  schools  and  teaching  hospitals?  Every 
action  may  have  a  reaction  in  this  society.  Where  do 
you  think  this  will  go  if  it  were  to  change  the  current 
equilibrium? 

A;  [Dr.  Scott]  In  regard  to  paying  for  experimental 
services,  we  ought  to  seriously  consider  establishing 
some  mechanism  to  decide  what  should  be  tested.  In 
terms  of  actually  paying  for  it,  we  have  research  money 
from  the  NIH,  and  we  have  money  from  the  drug  indus- 
try. Also,  as  Dr.  Petersdorf  said,  other  medical  care  com- 
ponents of  the  public  and  private  insurers  are  paying  for 
research.  We  ought  to  be  explicit,  however,  about  how 


we  address  the  issue.  Now  it  is  simply  one  case  at  a  time. 
It  is  highly  contentious  and  will  continue  to  be  conten- 
tious unless  we  can  sit  down  in  advance  and  negotiate 
how  we  are  to  proceed.  Otherwise,  it  will  remain  a 
case-by-case  issue. 

What  Congress  or  the  State  legislatures  will  do  cannot 
be  predicted.  The  medical  care  industry  has  grown  in 
the  face  of  economic  downturns  and  everything  else.  It 
is  the  greatest  growth  industry  in  the  country  right  now, 
and  it  has  considerable  momentum  to  continue  to  grow. 

A:  [Dr.  Brown]  I  agree  with  Dr.  Scott  that  we  need  to 
be  more  explicit  about  how  we  make  decisions  as  to 
which  experimental  therapies  should  be  covered.  Phy- 
sicians would  like  consistency.  It  is  very  difficult  for 
them  to  understand  why,  when  you  are  looking  at  two 
arms  of  a  clinical  trial  and  the  so-called  conventional 
arm  has  not  been  studied  in  a  formal  way,  it  is  considered 
the  conventional  arm.  Then  there  is  the  so-called  exper- 
imental or  investigational  arm,  and  it  is  seemingly  an  ar- 
bitrary decision  as  to  what  is  considered  investigational 
and  thus  not  covered.  So,  there  is  much  to  be  gained  by 
trying  to  figure  out  ways  in  which  third-party  payers  and 
providers  can  structure  clinical  trials  to  the  betterment  of 
both  and  provide  the  kind  of  data  that  everyone  needs. 

Q:  [Dr.  Holohan]  We  have  talked  about  a  "task 
force"  composed  of  people  with  somewhat  different 
viewpoints— clinicians,  probably  clinical  research- 
ers, and  payers — to  provide  early  evaluation  and 
identification  of  the  kind  of  innovations  we  are  dis- 
cussing. Would  anyone  like  to  be  a  little  more  specif- 
ic in  terms  of  designing  this  group?  Who  specifically 
should  it  include? 

A:  [Dr.  Scott]  You  clearly  want  scientific  and  clinical 
expertise  and  experience;  you  want  those  who  pay  the 
bills  and  some  good  public  representatives  who  can  ap- 
preciate and  come  to  understand  the  complexities  that 
must  be  addressed.  The  public  members  can  then  be 
your  greatest  advocates  for  a  solution. 

A:  [Dr.  Ferguson]  It  has  to  be  a  public/private  group; 
that  is,  some  ambience  of  impartiality  is  needed  in  this 
sort  of  a  group. 

A:    [Dr.  Holohan]  Or  at  least  balanced  partiality. 

A:  [Dr.  Ferguson]  Balanced  partiality  perhaps.  Indus- 
try, the  drug  industry,  health  manufacturers,  and  so  on 
should  be  involved,  and  that  is  a  little  tricky.  They  ob- 
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viously  do  not  want  to  disclose  trade  secrets  and  the  like, 
yet  they  also  are  involved  in  some  new  things.  An  inde- 
pendent group  can  spot  new  things  around  the  world 
through  the  medical  literature,  advertisements,  or  some 
other  mechanism;  we  would  need  that  kind  of  input,  and 
it  is  not  easy  to  get  in  the  competitive  financial  world. 

Q:  [Max  Boiler,  MedCenters  Health  Plan,  Minne- 
apolis] To  ask  a  followup  question,  we  have  sat 
through  a  number  of  meetings  like  this  over  the  past 
couple  of  years,  and  everybody  asks  interesting 
questions.  Everybody  seems  to  be  doing  a  good  job 
and  working  hard,  but  the  solution  always  seems  to 
lie  someplace  else.  The  issue  is,  as  Dr.  Scott  raised  in 
his  summary,  how  to  identify  a  national  board  and 
what  its  composition  should  be.  Who  has  the  respon- 
sibility to  put  this  together?  What  will  be  the  respon- 
sibility of  the  board  once  it  is  assembled?  And  what 
authority  would  it  have? 

A:  [Dr.  Scott]  Those  are  excellent  questions,  and  they 
should  be  an  explicit  part  of  the  discussion  of  health  care 
reform.  This  is  an  issue  in  terms  of  financing  mecha- 
nisms and  one  with  which  we  should  come  to  grips.  For 
instance,  the  American  College  of  Physicians  is  now 
working  its  way  through  a  set  of  proposals  and  questions 
about  what  the  nature  of  the  reform  might  appropriately 
be.  It  is  certainly  part  of  our  job  to  propose  how  this 
group  ought  to  be  constituted,  its  governance,  its  financ- 
ing, and  so  on.  Other  groups  represented  here  who  think 
this  is  a  good  idea  should  put  their  ideas  on  the  table.  The 
sponsor  of  this  conference — the  Agency  for  Health  Care 
Policy  and  Research — might  want  to  go  forward  and  get 
us  into  more  specific  policy  considerations  rather  than 
this  kind  of  forum.  This  is  the  think  tank  without  any 
formal  recommendations. 

A:  [Dr.  Ferguson]  I  believe  the  question  asked  was 
about  who  should  put  this  group  together. 

Q:  [Mr.  Boiler]  Yes,  that  is  part  of  it.  What  is  the 
authority  and  the  responsibility  of  this  group?  If  we 
leave  it  to  our  medical  colleges,  they  may  get  it  done. 
The  NIH  is  using  all  of  its  allocated  money  to  do 
things  that  are  purposeful  and  wonderful.  So,  where 
does  this  bold  new  venture  get  its  pump  priming? 

A:  [Dr.  Ferguson]  I  do  not  know  that  I  can  speak  for 
the  NIH  on  this,  but  I  feel  that  the  Government  has  a  re- 
sponsibility for  the  health  of  its  citizens.  Therefore,  I 
think  that  the  combined  interests  of  all  the  various 
groups  that  might  be  represented  can  best  be  convened 
by  a  Government  entity  — that  is,  they  would  host  it 
much  as  this  meeting  is  being  hosted.  All  sides  should 
be  represented,  and  that  is  a  responsibility  of  the  Gov- 


ernment. Although  this  raises  the  question  of  national 
health  coverage  and  all  that  entails,  it  still  is  an  important 
point. 

A:  [Dr.  Holohan]  Insurance  companies  paid  for  extra- 
cranial, intracranial  bypass  for  20  years;  it  costs  a  signif- 
icant amount  of  money.  The  NIH  spent  $9  million,  20 
some  odd  years  after  the  procedure  was  first  described, 
to  do  the  only  prospective  randomized  trial  which,  de- 
spite the  arguments  in  some  parts  of  the  neurosurgical 
community,  rather  conclusively  proved  that  the  technol- 
ogy was  ineffective  in  preventing  stroke.  One  could  ar- 
gue that  if  this  had  been  done  initially,  20  years  of  reim- 
bursement would  have  more  than  compensated  for  the 
cost  of  the  trial. 

Q:  [Robert  Pendergrass,  National  Heritage  Insur- 
ance, Austin,  Texas]  Dr.  Ferguson,  I  really  do  not  dis- 
agree with  any  of  your  comments,  but  I  think  that  the 
pluralistic  approach  to  financing  well-controlled 
trials  to  determine  feasibility  of  new  techniques  and 
new  technologies  has  to  be  borne  by  the  Federal  Gov- 
ernment. There  should  be  a  mechanism  through 
Congress  for  all  of  the  citizens  of  the  United  States  to 
participate.  The  burden  should  not  be  on  isolated 
segments  of  society. 

In  the  drug  field,  it  is  reasonable  for  the  pharma- 
ceutical manufacturers  who  want  to  develop  new 
drugs  and  to  push  those  new  drugs  to  physicians  for 
their  use  to  pick  up  the  entire  cost  for  the  develop- 
ment as  well  as  the  clinical  trial  testing. 

There  are  the  institutions  that  pride  themselves  on 
being  research  institutions  and  look  for  funding  for 
their  research  from  sources  other  than  their  endow- 
ments or  from  a  collaborative  effort  with  the  NIH  in 
order  to  carry  out  well-controlled  protocols.  I  sub- 
mit that  physicians  are  advocates  of  their  patients 
only  to  the  point  where  they  find  out  patients  do  not 
have  third-party  coverage.  At  that  point,  they  lose 
interest  in  the  treatments  that  they  had  demanded 
you  pay  for.  I  believe  the  AMA  needs  to  work  more 
realistically  with  its  physicians  to  come  up  with  a 
greater  consensus  than  a  neutrality  on  what  is  ac- 
ceptable and  what  is  not  acceptable. 

A:  [Dr.  Brown]  I  agree  that  the  definitions  as  given 
here,  at  least  from  a  medical/clinical  context,  all  showed 
neutrality.  That  may  be  due  in  part  to  the  pejorative 
sense  that  the  word  investigational  has  acquired  because 
it  is  often  equated  with  coverage  denial.  To  a  certain  ex- 
tent, state-of-the-art  is  used  as  a  substitute  for  investiga- 
tional in  those  instances  and  it  has  a  more  positive  con- 
notation. 

I  am  not  sure  how  to  solve  the  dilemma  you  cited. 
When  we  talk  about  providing  or  trying  to  generate  clin- 
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ical  trials  and  information  early  on  in  the  evolution  of  a 
new  technology,  certainly  physicians  should  bear  part  of 
this  burden  in  that  at  least  physician  innovators  should 
be  encouraged  to,  or  actually  responsible  for,  trying  to 
generate  the  clinical  trials  that  are  needed  by  actively 
pursuing  the  funding  to  conduct  the  trials. 

When  a  technology  diffuses  too  rapidly  and  there  is 
widespread  insurance  coverage,  the  opportunities  for 
clinical  trials  no  longer  exist,  and  that  is  a  problem;  we 
have  to  get  clinical  trials  going  early,  and  for  that,  physi- 
cians are  partially  responsible. 

A:  [Dr.  Pendergrass]  Availability  of  funds  today  is  the 
greatest  determinant  of  rationing.  We  are  all  concerned 
about  the  experiment  that  Oregon  has  begun,  but  they 
are  only  doing  openly  what  we  do  now.  Physicians  are 
the  greatest  rationers  of  health  care  based  on  the  avail- 
ability of  reimbursement.  That  needs  to  be  changed  in 
some  way.  So  inevitably  the  number  one  question  is  to 
define  the  rational  amount  of  health  care  to  which  every 
citizen  in  the  United  States  is  entitled  and  then  to  deter- 
mine how  we  are  going  to  add  into  the  system  those  tech- 
nologies that  evolve;  I  am  not  an  advocate  of  stopping 
technological  development. 

A:  [Mr.  Stein]  At  these  conferences,  you  always  hear 
who  should  pay — the  employers,  the  Federal  Govern- 
ment, the  State  governments.  Really,  the  burden  is 
shared  by  all  those  sectors  now,  and  all  those  sectors  are 
suffering  from  what  most  people  would  acknowledge  is 
a  lot  of  inappropriate  care — inappropriate  because  we 
do  not  know  what  is  effective. 

The  more  we  can  do  of  the  kinds  of  research  that  the 
agency  is  sponsoring,  the  sooner  we  will  be  able  to  get 
better  value  for  what  we  spend.  We  all  have  a  stake — no 
matter  where  the  funding  comes  from — in  designing 
and  coming  up  with  the  protocols  and  studies  that  can 
lead  us  to  a  more  effective  set  of  services. 

This  whole  enterprise  is  very,  very  small  and  embryon- 
ic; if  we  can  make  it  more  robust,  much  can  be  saved. 
Employers  will  save,  the  Federal  Government  will  save, 
and  State  governments  will  save. 

Q:  [Dr.  Holohan]  I  note  that  most  of  the  responses 
to  the  AM  A  questionnaire  tended  toward  neutrality, 
but  I  was  surprised  that  there  was  very  little  differ- 
ence in  the  rating  categories  of  services  not  evaluated 
by  well-designed,  well-controlled  clinical  trials.  In 
the  general  agreement  of  the  medical  community, 
they  appeared  to  be  viewed  as  equally  informative. 

A:    [Dr.  Brown]  Compared  with  what? 


A:  [Dr.  Holohan]  In  terms  of  their  use  as  a  criterion  for 
evaluating  whether  something  was  experimental.  A 
general  belief  of  the  medical  community  apparently  was 
considered  to  be  as  useful  in  determining  whether  some- 
thing was  investigational  as  the  presence  of  evidence 
based  on  adequate  and  well-controlled  trials. 

A:  [Dr.  Brown]  We  did  not  ask  the  panelists  about  use- 
fulness. We  asked  them  if  they  agreed  that  this  is  an  ap- 
propriate definition  of  the  word  investigational.  A  sepa- 
rate question  that  we  could  have  asked  our  panelists  con- 
cerns the  usefulness  of  the  definition.  Also,  we  could 
have  asked:  Do  you  think  that  clinical  trials  should  be 
used  as  an  exclusionary  criterion  for  coverage?  We 
might  have  gotten  different  answers. 

Q:  [Dr.  Ferguson]  At  a  New  York  Life  symposium, 
we  learned  that  insurers  are  faced  with  and  must 
make  decisions  instantaneously  about  reimburse- 
ment; they  sometimes  try  to  resolve  problems  with 
telephone  conversations. 

I  understand,  because  of  my  court  experiences,  the 
conundrum.  You  are  not  likely  to  win  in  these  court 
cases  for  a  number  of  reasons;  but  we  need  to  make  a 
rational  decision  for  reimbursement  rather  than 
make  the  decision  on  the  phone  or  because  we  know 
of  a  tuberculosis  patient  or  somebody  with  acquired 
immunodeficiency  syndrome  sitting  in  Congress.  I 
realize  the  media  puts  a  big  burden  on  you  to  do  these 
things. 

A:  [Dr.  Cova]  I  think  you  are  implying  that  the  private 
insurance  industry  is  unwilling  to  cooperate.  We  are  not 
averse  to  helping.  We  are  trying  to  help,  and  we  want  to 
help  you  define  how  we  should  help.  We  do  not  feel  that 
it  should  be  our  responsibility  entirely.  Reimbursement 
for  everything  that  is  experimental  is  not  the  answer  be- 
cause the  system  will  collapse. 

A:  [Dr.  Ferguson]  I  agree,  and  I  think  the  process  that 
the  Health  Insurance  Association  of  America  has  initi- 
ated will  help  tremendously. 

A:  [Dr.  Cova]  We  have  undertaken  some  technology 
assessment  activities  ourselves,  and  we  provide  those 
assessments  to  the  public.  They  are  public  documents. 
It  is  foolhardy  for  us  as  a  society,  however,  to  think  these 
insurers  have  access  to  an  infinite  source  of  money  and 
all  you  need  to  do  is  get  them  to  reimburse  for  these 
things  and  everyone  will  live  happily  ever  after.  They 
won't.  The  system  will  collapse. 
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Food  and  Drug  Administration  Perspective 
Peter  Rheinstein,  M.D.,  J.D. 


My  first  introduction  to  the  question  of  experimental 
versus  state-of-the-art  came  shortly  after  I  joined  the 
Food  and  Drug  Administration  (FDA)  in  1974.  Calls 
would  come  in  from  insurance  companies  all  over  the 
country.  The  caller  would  ask  if  "the  treatment  of  dis- 
ease X  is  an  approved  indication  for  drug  Y?"  As  the  Di- 
rector of  the  Division  of  Drug  Advertising,  I  knew  that 
the  package  insert  contained  the  approved  indications 
for  which  a  company  could  advertise.  After  checking  a 
copy  of  the  insert,  I  would  reply  that  disease  X  was  not 
an  approved  indication  for  drug  Y.  The  caller's  next 
question  would  then  be,  "Then  you  would  say  that  the 
use  of  drug  X  is  experimental  for  the  treatment  of  dis- 
ease Y?"  I  would  respond  affirmatively,  and  the  caller 
would  thank  me  and  say  goodbye.  It  was  not  until  sever- 
al years  later  that  I  learned  that  my  answer  justified  the 
cost  of  the  insurer's  long  distance  call  because  my  naive 
agreement  that  a  particular  use  was  experimental  served 
as  the  basis  for  the  denial  of  a  patient's  claim. 

In  fact,  as  my  experience  as  a  private  practitioner 
should  have  told  me,  the  FDA's  regulatory  determina- 
tion of  what  is  an  approved  treatment  is  a  giant  step  from 
what  an  individual  physician  determines  is  reasonable 
and  necessary  to  the  treatment  of  his  or  her  patient.  The 
dilemma  may  exist  as  a  patient's  need  for  an  unlabeled 
use  of  an  approved  product  or  as  a  patient's  need  for  an 
unapproved  product.  Sometimes  the  patient's  condition 
may  be  so  critical  that  without  a  new  therapy  he  or  she 
will  not  survive  until  accumulation  of  safety  and  effica- 
cy data  sufficient  for  the  FDA  to  make  a  definitive  judg- 
ment. 

The  dilemma  may  be  expressed  best  by  the  FDA's 
treatment  investigational  new  drug  (IND)  program 
where  the  drug  or  biological — although  legally  investi- 
gational— is  viewed  as  standard  therapy  by  the  medical 
community  and,  indeed,  even  by  the  FDA  when  it  publi- 
cizes the  product's  availability  through  press  releases, 


Dr.  Rheinstein  is  Director,  Medicine  Staff,  Office  of  Health  Af- 
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speeches,  and  announcements  in  medical  journals.  The 
FDA  perspective  fulfills  important  statutory  mandates 
that  came  in  response  to  real  societal  problems.  The 
controlled  clinical  trial  has  allowed  society  to  embrace 
therapies  that  work  and  ultimately  to  discard  those  that 
do  not. 

Figure  1  shows  some  important  milestones  in  the  de- 
velopment of  the  Federal  Food  Drug  and  Cosmetic  Act. 
The  1906  law  was  passed  after  Upton  Sinclair  exposed 
unhealthy  practices  in  the  meat  packing  industry.  It 
came  at  a  time  when  known  deleterious  substances  were 
frequently  packaged  with  new  and  fanciful  names.  The 
1 906  law  provided  that  a  drug  product  must  be  accurate- 
ly labeled  as  to  its  ingredients. 

In  1938  a  law  came  after  a  drug  manufacturer  used 
ethylene  glycol  to  make  a  liquid  formulation  of  sulfanil- 
amide. The  law  required  that,  in  addition  to  having  an 
accurate  list  of  ingredients,  it  had  to  be  shown  that  a  drug 
was  safe  prior  to  marketing. 

The  1 962  law  was  passed  after  samples  of  thalidomide 
distributed  prior  to  commercial  marketing  caused  defor- 
mities in  children  born  to  mothers  who  had  taken  the 
product  during  pregnancy.  That  law  came  after  hearings 
which  showed  that  most  doctors  in  their  own  practices 
did  not  see  enough  patients  to  make  a  statistically  valid 
determination  about  the  effectiveness  of  a  particular 
drug  in  the  treatment  of  a  specific  indication.  The  1962 
law  required  that  a  drug  had  to  demonstrate  substantial 
evidence  of  effectiveness  prior  to  marketing. 

The  1962  amendments  defined  "substantial  evidence 
of  effectiveness"  to  be  evidence  consisting  of  adequate 
and  well-controlled  investigations  including  clinical  in- 
vestigations by  qualified  scientific  experts  that  prove 
the  drug  will  have  the  effect  claimed  by  the  labeling. 

The  FDA  classifies  adequate  and  well-controlled  stud- 
ies into  five  groups  in  descending  order  of  preference. 
Our  first  preference  is  for  placebo-controlled  concur- 
rent clinical  trials;  the  second  for  dose-comparison  con- 
current; the  third  for  no-treatment  concurrent;  the  fourth 
for  active-treatment  concurrent;  and  finally,  for  histori- 
cal controls,  either  implicit  or  explicit. 
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Figure  1.  Development  of  the  Food,  Drug,  and  Cosmetic  Act 


Priortol906  -    No  effective  regulation  of  human  drugs 

1906  -    FDA  could  remove  a  drug  from  the  market  only  if  FDA  could  prove  the  drug  was  adulterated  or  misbranded 

1938  -    Manufacturer  had  to  provide  FDA  evidence  of  of  "new  drugs"  before  marketing 

1962  -    Manufacturer  had  to  provide  evidence  of  effectiveness  in  addition  to  safety  before  marketing 

Key:  FDA  -  Food  and  Drug  Administration 


In  1976,  Congress  passed  a  law  establishing  a  class  of 
devices  for  which  FDA  must  determine  safety  and  effi- 
cacy prior  to  marketing.  These  are  devices  for  which 
there  is  insufficient  information  to  determine  that  the 
general  controls  are  sufficient  to  assure  safety  and  effec- 
tiveness or  to  establish  performance  standards.  Also  in- 
cluded are  devices  that  are  life  supporting  or  life  sustain- 
ing, devices  that  are  intended  for  a  use  that  is  of  substan- 
tial importance  in  preventing  impairment  of  human 
health,  or  devices  that  present  a  potential  unreasonable 
risk  of  illness  or  injury. 

With  most  devices,  it  is  difficult  or  impossible  for  a 
clinical  investigator  to  do  a  blind  trial.  In  a  blind  trial, 
the  investigator  does  not  know  whether  the  patient  has 
received  the  investigational  product.  For  devices,  then, 
valid  scientific  evidence  in  order  of  preference  includes 
well-controlled  trials,  partially  controlled  studies,  stud- 
ies and  objective  trials  without  controls,  well-docu- 
mented case  histories,  and  significant  human  experi- 
ence with  a  marketed  device.  These  last  two  categories 
of  evidence  represent  a  standard  broader  than  that  per- 
mitted for  evidence  of  the  effectiveness  of  drugs.  Valid 
scientific  evidence  for  the  effectiveness  of  devices  spe- 
cifically does  not  include  things  like  isolated  case  re- 
ports, random  experience,  unsubstantiated  opinions, 
and  reports  lacking  sufficient  details  to  permit  scientific 
evaluation. 

The  1976  law  provided  for  the  continued  marketing  of 
devices  already  on  the  market  at  that  time.  It  also  pro- 
vided a  mechanism  to  allow  marketing  of  devices  found 
to  be  substantially  equivalent  to  other  devices  that  had 
been  on  the  market  prior  to  1976.  A  finding  of  substan- 
tial equivalence  does  not  specifically  require  proof  of 
safety  and  effectiveness.  The  1976  law  went  on  to  pro- 
vide a  mechanism  for  FDA  to  call  for  applications  for 
premarket  approval  (PMA)  of  pre- 1976  devices  includ- 
ing products  found  to  be  substantially  equivalent  to  oth- 
er pre- 1976  devices. 

This  happened,  for  example,  in  the  case  of  replacement 
heart  valves.  Of  course,  these  valves  are  now,  and  were 


at  the  time  the  FDA  called  for  the  applications,  standard 
medical  therapy;  but  at  least  one  possible  regulatory 
route  would  have  termed  these  valves  investigational 
during  the  preparation  of  PMA  applications.  If  an  FDA 
status  of  investigational  had  been  interpreted  as  mean- 
ing the  same  as  experimental,  this  could  have  resulted  in 
patients'  being  denied  reimbursement  for  what  was,  in 
fact,  standard  medical  therapy. 

The  Food,  Drug,  and  Cosmetic  Act  does  not  generally 
restrict  the  manner  in  which  a  physician  may  use  an  ap- 
proved drug.  In  the  FDA  drug  bulletin  for  April  1982, 
the  FDA  said  very  specifically  that  unapproved  or  unla- 
beled uses  of  approved  drugs  may  be  appropriate  and 
reasonable  in  certain  circumstances  and  may  even  rep- 
resent important  approaches  to  drug  therapy  which  have 
been  extensively  reported  in  the  medical  literature. 
Such  uses  range  from  salutary  to  hazardous  and  encom- 
pass medical  practice  situations  ranging  from  infrequent 
to  widespread.  In  oncologic  and  antiviral  therapies,  the 
need  for  new  treatments  means  that  much  use  has  not 
achieved  the  status  of  approved  labeling.  The  difficul- 
ties in  carrying  out  trials  on  children  mean  that  products 
for  many  different  uses  are  approved  without  the  data  re- 
quired to  approve  pediatric  labeling. 

The  package  insert  for  an  approved  product  is  the  re- 
sult of  negotiations  between  FDA  and  the  sponsor  and 
constitutes  important  information  for  the  health  care 
professional.  It  is  essentially  a  precis  of  the  information 
that  FDA  and  the  sponsor  agree  has  been  demonstrated 
by  the  evidence  submitted  to  FDA  by  the  sponsor.  The 
sponsor  may  not  promote  the  product  for  indications 
that  do  not  appear  in  the  insert,  and  the  promotional  ma- 
terials must  also  reflect  all  the  safety  considerations  in 
the  insert.  Obtaining  that  license  to  promote  a  product 
for  a  particular  indication  is  a  fundamental  incentive  for 
the  sponsor  to  fund  research  to  support  approval  for  a 
new  indication. 

Figure  2  illustrates  the  FDA  product  approval  process 
and  shows  the  drug  development  process  for  a  new 
chemical  entity.  The  process  is  divided  into  four  stages: 
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Figure  2.  New  drug  development 
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preclinical  research  and  development,  clinical  research 
and  development,  new  drug  application  (NDA)  review, 
and  finally  postmarketing  surveillance. 

Preclinical  research  and  development  including  initial 
synthesis  and  animal  testing  takes  1-3  years,  with  an  av- 
erage of  about  1 .5  years.  Clinical  research  and  develop- 
ment consists  of  three  phases.  Phase  I,  clinical  pharma- 
cology studies,  is  primarily  to  establish  safety  and  prop- 
er dose  level  for  human  trials  (Figure  3).  Usually  1-10 
but  occasionally  as  many  as  50  volunteers  are  studied. 
Phase  II,  small-scale  controlled  studies,  uses  50-200  pa- 
tients with  the  disease  or  condition.  The  primary  pur- 
pose is  an  initial  determination  of  efficacy.  Phase  III 
consists  of  both  controlled  and  open  trials  on  up  to  1 ,000 
or  more  additional  patients  to  make  a  definitive  determi- 
nation of  safety  and  efficacy.  From  the  time  the  drug  is 
first  introduced  into  humans  until  an  NDA  is  filed  takes 
about  2-10  years,  with  an  average  of  5  years.  This  period 
is  a  bit  shorter  for  anti-infective  drugs  because  the  effect 
of  the  drug  is  apparent  after  a  short  time.  The  period  can 
be  longer  for  psychoactive  drugs  and  antiarthritics  be- 
cause these  drugs  treat  diseases  which  go  through  natu- 


ral ups  and  downs.  These  ups  and  downs  must  be  distin- 
guished from  the  effects  of  therapy. 

The  period  of  clinical  research  and  development  is  re- 
peated for  new  uses.  Knowledge  such  as  the  proper 
dose,  transferable  from  studies  on  other  uses,  may 
shorten  that  process  somewhat.  During  clinical  trials,  a 
new  product  may  show  promise  for  individual  patients 
whose  disease  could  not  otherwise  be  adequately 
treated.  For  example,  small-scale  trials  with  azidothy- 
midine  produced  such  a  dramatic  drop  in  the  death  rate 
from  acquired  immunodeficiency  syndrome  that  the 
drug  was  approved  on  the  basis  of  those  trials. 

More  often,  new  therapies  may  produce  improve- 
ments that  suggest  their  use  is  reasonable  and  necessary 
for  some  patients,  but  these  improvements  may  not  be  so 
striking  as  to  eliminate  the  need  for  further  studies  for 
marketing  approval.  The  treatment  IND  is  a  mechanism 
adopted  by  the  FDA  that  allows  sponsors  to  get  such 
drug  products  to  the  patients  who  need  them. 

Finally,  in  new  drug  development,  the  period  of  NDA 
review  takes  from  2  months  to  7  years  with  an  average  of 
about  24  months  for  all  NDAs  and  30  months  for  new 
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Figure  3.  Clinical  studies 


Type  Primary  purpose 


Phase  I  -    clinical  pharmacology  studies  — 

usually  1-10  male  volunteers  (can  be  as  many  as  50) 

Safety 

Phase  II  -  controlled  studies  in  patients  with  disease  or  condition  — 
50-200  patients 

Efficacy 

Phase  III  -  both  controlled  and  open  trials — 

up  to  1,000  or  more  additional  patients  closely  monitored 
by  sponsor  for  adverse  reactions  and  information  to  be 
used  for  setting  dosage  requirements  and  labeling 

Safety  and  efficacy 

Treatment  use 

Involves  patients  with  a  serious,  life-threatening,  or 
terminal  illness  when  alternative  treatment  is  not  available 
or  not  effective  and  proposed  treatment  use  has  some 
evidence  of  effectiveness 

Treatment  of  individual  patients 

chemical  entities.  A  prioritization  system  allows  appli- 
cations for  products  representing  major  therapeutic 
gains  to  be  reviewed  more  quickly.  Both  clinical  trials 
and  long-term  animal  studies  may  continue  through  the 
period  of  NDA  review. 

Phase  IV  studies  are  done  after  a  product  is  already  on 
the  market.  During  this  time,  the  FDA  is  receiving  re- 
ports of  experience  with  the  product.  Based  on  these  re- 
ports, the  FDA  may  seek  to  alter  conditions  of  market- 
ing. 

Earlier,  I  stated  that  the  treatment  IND  is  the  best  exam- 
ple of  the  dilemma  between  therapy  defined  by  FDA  as 
investigational  but  recognized  by  the  medical  commu- 
nity as  state-of-the-art.  The  circumstances  that  permit  a 
treatment  IND  are  quite  specific:  the  drug  is  one  in- 
tended to  treat  serious  or  life-threatening  disease;  there 
is  no  comparable  or  satisfactory  alternative  drug  or  ther- 
apy to  treat  that  stage  of  the  disease  in  the  intended  popu- 
lation; the  drug  is  under  investigation  in  a  controlled 
clinical  trial  or  all  of  the  trials  have  been  completed;  the 
sponsor  of  the  drug  is  actively  pursuing  marketing  ap- 
proval with  due  diligence;  and  finally,  a  reasonable  body 
of  scientific  data  exists  and  indicates  that  the  agent  may 
be  effective  and  that  it  has  an  acceptable  degree  of  toxic- 
ity. 

The  Medicare  staff  in  the  Office  of  Health  Affairs  is 
FDA's  liaison  with  the  Agency  for  Health  Care  Policy 
and  Research  (AHCPR)  Office  of  Health  Technology 
Assessment.  In  fact,  OHTA's  director,  Dr.  Holohan,  di- 
rected FDA's  Office  of  Health  Affairs  before  transfer- 
ring to  AHCPR. 


I  still  receive  calls  from  insurance  companies.  Wheth- 
er the  FDA  can  provide  useful  information  depends  on  a 
number  of  factors.  Publicly  available  information  on 
unlabeled  uses  and  unapproved  products  includes  infor- 
mation disclosed  during  an  open  session  of  an  advisory 
committee.  If  there  has  been  no  such  advisory  commit- 
tee meeting  on  the  information  or  the  data  were  dis- 
cussed in  a  closed  session  of  the  meeting  or  if  such  data 
were  submitted  as  a  part  of  an  NDA  or  PMA  but  other- 
wise not  made  available  by  the  sponsor,  the  FDA  cannot 
release  the  data.  Others  must  then  rely  on  information  in 
the  published  medical  literature  or  other  information  the 
sponsor  makes  available. 

Most  importantly,  if  data  were  submitted  to  the  FDA  as 
part  of  a  supplemental  application  and  the  FDA  actually 
turned  down  that  application  based  on  safety  or  efficacy 
or  any  other  grounds,  such  information  may  not  be  re- 
leasable  by  the  FDA.  Thus,  at  the  same  time,  if  a  study  is 
published  in  the  medical  literature  stating  that  a  new  in- 
dication is  effective,  the  FDA  may  have  actually  looked 
at  that  data  and  rejected  them  on  safety  or  efficacy 
grounds.  This  might  have  been  determined  on  the  basis 
of  the  same  data,  or  the  FDA  might  have  arrived  at  such 
an  opinion  based  on  additional  data  available  to  the 
agency  but  not  submitted  for  publication;  or  the  FDA 
may  have  audited  the  study  and  found  it  unreliable  or  de- 
ficient in  various  ways. 

In  conclusion,  no  one  wants  to  pay  for  a  drug  or  device 
that  has  failed  to  beat  the  placebo  in  a  controlled  clinical 
trial.  The  FDA  approval  process  has  a  major  role  to  play 
in  establishing  those  therapies  which  work  and  sifting 
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out  those  which  do  not.  For  a  particular  patient,  a  thera- 
py may  be  reasonable  and  necessary  before  it  is  FDA  ap- 
proved. Where  therapies  are  reimbursed  prior  to  final 
FDA  approval,  sufficient  incentives  must  be  maintained 
for  the  sponsor  to  generate  the  necessary  data  to  make  a 
final  determination  on  safety  and  efficacy.  Once  a  thera- 
py is  approved,  it  is  for  others,  not  particularly  FDA,  to 
look  at  questions  of  relative  efficacy,  appropriateness, 
costs,  societal  values,  and  other  factors  in  deciding 
about  reimbursement  and  coverage. 


When  the  insurance  company  calls  to  ask  if  product  X 
is  an  approved  treatment  for  disease  Y,  I  may  still  say  no 
and  it  may  be  investigational,  but  I  add  that  it  may  be  rea- 
sonable and  necessary,  even  state-of-the-art  for  a  partic- 
ular patient.  I  offer  what  help  I  can,  but  the  decision  on 
coverage  and  reimbursement  is  ultimately  not  exactly 
the  same  as  FDA's  final  determination  of  safety  and  effi- 
cacy. 
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Manufacturer's  Perspective 
Gerald  Messerschmidt,  M.D. 


Eighty-five  years  ago,  the  Congress  was  concerned 
about  the  relative  question  of  experimental  versus 
state-of-the-art  care  and  created  through  a  Congression- 
al act  the  predecessor  to  today's  Food  and  Drug  Admin- 
istration (FDA).  Now,  85  years  later,  the  pharmaceuti- 
cal industry  and  the  FDA  are  still  discussing  the  ques- 
tion of  experimental  versus  state-of-the-art. 

My  recommendation  is  that  we  develop  a  standard 
methodology  to  assess  all  the  data,  not  just  a  small  seg- 
ment, but  all  the  data  that  are  available  in  relationship  to 
therapies  and  procedures  and  other  medical  interven- 
tions so  that  we  can  make  a  rational  determination  for 
approval,  marketing,  and  eventual  reimbursement  of 
these  therapies. 

Why  are  we  attending  this  conference?  In  my  opinion, 
cost  is  the  major  impetus.  The  rising  cost  of  health  care 
is  extraordinary.  It  has  grown  at  10-20  percent  per  year 
over  the  last  several  years  and  is  expected  to  be  over  $1.5 
trillion  in  the  year  2000.  As  mentioned  by  an  earlier 
speaker,  12  percent  of  our  gross  national  product  this 
year  for  health  care  is  an  extremely  high  figure. 

The  pharmaceutical  industry  represents  only  about  8 
percent  of  national  health  care  expenditures.  If  pharma- 
ceutical costs  were  eliminated  entirely  from  the  cost  of 
health  care,  it  would  not  eliminate  even  the  rise  in  infla- 
tion. Many  variables  are  involved  in  the  rising  costs  of 
health  care.  One  suggestion  is  that  procedures  may  not 
be  used  appropriately;  they  may  cost  a  great  deal  and 
subsequently  not  benefit  the  patients.  In  a  study  con- 
ducted in  the  middle  1980s,  20-30  percent  of  therapies 
were  found  not  to  be  justifiable,  or  it  was  debatable 
whether  they  were  of  benefit  to  patients  when  they  were 
applied. 

The  pharmaceutical  industry  is  regulated  by  the  FDA. 
As  demonstrated  in  Figure  1 ,  we  have  a  preclinical  and  a 
clinical  timeframe  (a  time  for  putting  together  the  data 
for  submission  to  the  FDA);  then  there  is  the  timeframe 
for  submission  to  the  FDA  and  FDA  approval,  with  an 
average  time  for  approval  for  drugs  of  about  30-32 
months;  and  finally,  many  trials  are  conducted  after  ap- 
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proval.  The  FDA  regulates  every  step  of  the  way  in  this 
process.  In  the  preclinical  area,  good  laboratory  practice 
(GLP)  is  the  name  of  the  regulation  applied.  In  the  clini- 
cal area,  good  clinical  practice  (GCP)  is  the  name  of  the 
regulation  that  defines  every  step  of  our  process,  and  in 
the  area  concerned  with  the  manufacturing  of  the  prod- 
uct, good  manufacturing  practice  (GMP).  We  are  regu- 
lated in  the  marketing  of  the  drug  after  approval,  not 
only  by  the  FDA,  but  by  the  Federal  Trade  Commission 
(FTC)  and  the  Interstate  Commerce  Commission  (ICC) 
as  well. 

How  does  this  relate  to  the  question  we  are  addressing 
at  this  conference?  That  is,  what  is  experimental  and 
what  is  state-of-the-art  care?  The  process  of  pharma- 
ceutical development  is  outlined  in  Figure  2:  preclinical 
studies,  clinical  studies  which  may  last  many  years,  time 
needed  to  put  the  FDA  submission  together,  and  finally 
FDA  approval. 

By  FDA  regulation,  a  new  chemical  entity  is  consid- 
ered experimental  until  it  is  approved.  If  we  look  at  this 
carefully,  however,  FDA  approval  is  largely  dependent 
on  data  generated  many  months  to  many  years  previous- 
ly. Often,  much  of  this  information  is  available  outside 
of  the  FDA;  it  is  published  in  the  medical  literature  and 
available  to  practitioners.  They  may  take  those  data  and 
define  the  third  line  in  the  figure  to  be  the  length  of  the 
experimental  time  of  the  therapy.  Because  of  this  type  of 
discrepancy — between  the  FDA's  definition  of  exper- 
imental and  the  practitioner's  definition  of  experimen- 
tal— many  patient  activist  groups  and  the  FDA  define 
this  time  as  the  parallel  track  and  time  for  the  treatment 
investigational  new  drug  process  (commonly  referred  to 
as  a  treatment  IND). 

This  occurs  during  the  first  approval  of  the  drug.  What 
about  in  subsequent  uses  of  products?  In  Figure  3,  again 
depicting  preclinical,  clinical,  FDA  submission,  and  ap- 
proval, the  same  diagram  now  gets  a  little  more  compli- 
cated. The  FDA  considers  for  the  first  indication  that  the 
experimental  time  will  end  at  the  time  of  approval.  The 
physicians,  however,  may  have  the  data  at  an  earlier 
time  and  may  define  experimental  as  ending  soon  after 
the  clinical  trial  data  are  known. 
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Figure  1.  Regulation  of  pharmaceutical  development 
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Key:  FDA  =  Food  and  Drug  Administration;  FTC  =  Federal  Trade  Commission;  GCP  -  Good  clinical  practice;  GLP  =  Good  laboratory 
practice;  GMP  =  Good  manufacturing  practice;  ICC  =  Interstate  Commerce  Commission. 


Figure  2.  Process  of  pharmaceutical  development 
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If  this  happened  to  be  an  anticancer  drug,  however,  the 
first  indication  might  be  for  treating  one  type  of  tumor, 
and  it  might  be  discovered  subsequently  that  a  second 
type  of  tumor  could  possibly  be  treated  by  the  same 
drug.  The  trials  for  the  second  use  might  begin  prior  to 
drug  approval  and  perhaps  even  end  before  the  first  indi- 
cation is  approved  by  the  FDA;  however,  the  FDA  pro- 
cess still  goes  on  for  the  second  indication,  with  the  put- 
ting together  of  data  for  submission  and  approval. 

For  this  second  indication,  the  FDA  considers  a  drug 
experimental  until  the  time  of  approval  of  the  second  in- 
dication. As  I  mentioned,  however,  the  drug  will  be 
marketed  prior  to  this  second  approval,  and  the  physi- 
cian then  has  the  ability  to  use  the  product  in  his  or  her 
best  judgment  based  on  the  data.  So,  there  is  again  a  di- 


chotomy between  the  FDA's  definition  of  what  is  exper- 
imental and  the  practicing  physician's  definition  of  what 
is  experimental. 

This  has  led  some  people  to  suggest  that  the  FDA's  def- 
inition of  experimental  is  narrow;  why  can  we  say  that? 
First,  it  may  be  that  practitioners  acquire  knowledge  and 
have  the  ability  to  put  the  knowledge  into  practice  faster 
than  the  FDA  in  many  circumstances.  The  FDA  also  is 
restricted  in  many  ways,  since  the  data  it  can  use  in  the 
approval  process  are  regulated  by  the  Code  of  Federal 
Regulations.  Many  good  studies  that  are  performed  by 
well-known  individuals  or  institutions  cannot  be  used  in 
an  FDA  approval  process.  Of  course,  there  are  other  fac- 
tors. We  are  all  aware  that  the  work  load  at  the  FDA  is 
quite  heavy  and  has  an  impact  on  the  approval  process. 
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Figure  3.  Process  of  pharmaceutical  development  for  subsequent  uses  of  products 
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Is  there  a  way  that  we  can  all  look  at  the  data  and  come 
to  a  conclusion  in  a  more  objective  and  more  reproduc- 
ible fashion?  About  a  year  and  a  half  ago,  a  conference 
was  held  in  Ann  Arbor,  Michigan,  to  discuss  this  ques- 
tion. To  summarize  the  deliberations  of  the  Ann  Arbor 
Conference  Defining  Multiple  Levels  of  Medical  Care, 
it  was  agreed  that  the  literature  is  a  standard  source  that 
is  available  to  everyone;  the  literature  does  have  study 
design  variations  in  the  data,  but  these  variations  are 
quantifiable.  The  quality  of  these  studies  also  varies,  but 
the  variations  can  be  quantified.  This  can  be  done  for  in- 
dividual studies,  and  the  accumulated  literature  can  then 
be  assessed.  How  can  we  find  an  easy  way  to  quantify 
the  study  design?  At  the  Ann  Arbor  conference,  the  par- 
ticipants were  only  asked  to  rank  the  study  designs,  and 
this  ranking  is  shown  in  Figure  4.  As  you  can  see,  the 
long-term  and  randomized  studies  had  the  highest  rank, 
whereas  the  nonrandomized  and  non-peer-reviewed 
studies  had  the  lowest  rank.  This  can  be  used  to  plot 
these  studies. 

The  Ann  Arbor  conference  came  up  with  the  plot 
shown  in  Figure  5.  First,  the  study  design  quantification 
is  on  the  "x"  axis  and  quality  on  the  "y"  axis.  The  study 
design  quantification  is  divided  into  negative  and  posi- 
tive results.  The  next  question  concerns  the  type  of 
study  conducted.  Was  it  non-peer-reviewed  or  nonran- 
domized? A  long-term  study  of  high  quality  with  a  posi- 
tive result  would  be  marked  in  one  place,  whereas  a 


long-term  study,  also  of  high  quality  but  with  negative 
results,  would  be  marked  in  a  different  place. 

An  example  of  this  technique  used  in  an  everyday  situ- 
ation is  the  use  of  estrogen  replacement  therapy  in  post- 
menopausal women  with  a  uterus.  Clearly,  the  evidence 
is  very  strong  that  estrogen  alone  in  this  population  leads 
to  an  increase  in  uterine  cancer.  The  data  are  equally 
strong  that  the  addition  of  a  progestin  abrogates  this  in- 
crease in  uterine  cancer. 

How  would  this  look  on  an  Ann  Arbor  plot?  Figure  6  is 
the  same  plot  with  a  study  design  quantification  on  the 
quality  axis.  The  small  dots  are  diagrammatic  and  repre- 
sent the  individual  studies  of  varying  design  and  varying 
quality,  and  the  large  dot  outlines  the  accumulated  litera- 
ture in  one  representation. 

A  second  example  might  be  the  drug  encainide.  Encai- 
nide  was  approved  by  the  FDA  in  the  middle  1980s  for 
the  treatment  of  cardiac  arrhythmias.  Approval  was 
based  on  good  clinical  trials  that  were  positive.  In 
long-term  clinical  trials,  however,  it  was  found  that 
those  patients  on  encainide  actually  did  much  poorer 
than  those  on  placebo.  On  the  Ann  Arbor  plot,  seen  in 
Figure  7,  the  original  would  have  been  in  the  positive 
area.  Because  the  long-term  study  was  of  such  high 
quality,  however,  the  original  accumulated  evidence 
was  moved  into  the  negative  range.  It  has  just  been  an- 
nounced that  this  drug  is  going  to  be  removed  from  the 
market. 
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Figure  4.  Study  design 
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Figure  5.  Study  design  quantification 
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Figure  6.  Case  example  number  1 


Figure  7.  Case  example  number  2 
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What  can  we  conclude  from  this  type  of  discussion? 
First,  we  have  to  conclude  that  achieving  state-of-the-art 
is  a  dynamic  process  and  that  it  comes  in  gradations  as 
information  is  obtained.  Continual  updating  is  needed. 
I  would  like  to  seriously  recommend  to  the  Agency  for 
Health  Care  Policy  and  Research  that  it  invest  in  devel- 
oping a  standard  and  objective  method  that  can  quantify 
from  the  literature  and  assess  the  safety  and  efficacy  of 
medical  interventions  for  individual  indications.  Once 
this  methodology  is  developed,  it  should  be  applied  to 
individual  indications,  and  the  information  should  be 
published  and  made  available  to  physicians,  patients, 


payers,  and  manufacturers  so  that  good  patient  care  and 
reimbursement  decisions  can  be  made.  This  type  of  pro- 
cess can  clearly  demonstrate  that  there  is  not  a 
black-and-white  distinction  between  experimental  and 
state-of-the-art,  and  that  instead  there  are  gradations  in 
this  process  as  our  knowledge  grows,  both  positively 
and  negatively. 

We  have  been  practicing  medicine  for  a  long  time.  We 
now  have  the  tools  to  move  from  the  practice  of  medi- 
cine to  the  science  of  medicine.  We  should  be  using  the 
data  that  are  available  to  make  the  best  patient  care  deci- 
sions for  our  patients  today  and  in  the  future. 
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Pharmaceutical  Perspective 
John  C.  Petricciani,  M.D. 


The  problem  of  how  to  distinguish  between  the  use  of 
drugs  for  investigational  purposes  and  their  use  in  good 
medical  practice  has  become  more  acute  during  the  past 
several  years  as  third-party  payers  have  increasingly  de- 
clined to  reimburse  for  unlabeled  uses  of  already  ap- 
proved drugs  and  for  medical  care  costs  whenever  an  ex- 
perimental drug  was  used.  New  procedures  in  the  Food 
and  Drug  Administration's  (FDA's)  approval  process  in 
which  investigational  new  drugs  (INDs)  are  made  wide- 
ly available  for  treatment  purposes  have  complicated 
the  picture  even  more.  My  comments  will  sketch  the 
processes  that  led  to  the  various  categories  of  drug  ap- 
proval and  their  uses  and  suggest  mechanisms  for  identi- 
fying drugs  for  which  sufficient  data  are  available  to 
support  the  realistic  expectation  of  therapeutic  benefit. 

Approved  Drugs 

As  a  starting  point,  everyone  recognizes  that  FDA  ap- 
proval of  new  drugs  before  marketing  is  the  standard 
and  most  well-recognized  route  by  which  a  drug  enters 
into  general  use  in  medical  practice.  However,  even 
though  FDA  approval  has  been  viewed  throughout  the 
world  as  the  "gold  standard,"  in  reality  universal  stand- 
ards for  safety  and  efficacy  were  not  included  in  the 
1962  legislative  changes  to  the  law  that  governs  the 
FDA,  and  no  such  standards  exist  now.  Safety  and  effi- 
cacy are  characteristics  of  drugs  that  vary  according  to 
the  class  of  drug,  the  patient  population,  and  the  stage  of 
disease,  to  mention  only  a  few  of  the  variables  that  FDA 
must  take  into  consideration  in  reviewing  a  drug  for  ap- 
proval. Congress  recognized  the  complexity  of  the  safe- 
ty/efficacy issue  in  1962  and  empowered  the  FDA  to  use 
medical  judgment  and  common  sense  in  deciding — on  a 
case-by-case  basis — whether  a  given  drug  should  be  on 
the  market,  taking  into  consideration  data  from  at  least 
one  well-controlled  clinical  trial. 

When  a  commercial  sponsor  of  a  drug  develops  a 
scientific  and  medical  data  base  that  supports  use  of  the 
drug  for  one  or  more  specific  prescribing  indications,  a 
new  drug  application  (NDA)  is  submitted  to  the  FDA. 
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When  FDA  reviews  and  approves  the  NDA,  it  also  ap- 
proves the  content  of  the  labeling  or  package  insert  for 
that  drug.  The  labeling  identifies  those  uses  of  the  drug 
for  which  the  sponsor  has  conducted  studies  that  dem- 
onstrated to  FDA's  satisfaction  substantial  evidence  of 
safety  and  effectiveness. 

Off-Label  Use  and  Generally 
Accepted  Medical  Practice 

In  addition  to  the  original  sponsor,  other  groups  may 
undertake  research  to  test  a  product's  potential  as  a  ther- 
apeutic agent  for  medical  conditions  different  from 
those  that  appear  on  the  FDA-approved  labeling.  A  spe- 
cific example  is  cancer  chemotherapy  where  an  agent 
that  has  been  shown  to  be  effective  in  one  type  of  cancer 
may  be  explored  in  other  types  and  found  to  be  useful 
either  alone  or  in  combination  with  other  approved 
drugs.  Eventually,  such  studies  are  reported  in  the  medi- 
cal literature,  and  a  greater  use  of  the  drug  may  occur 
based  on  such  new  information.  Under  those  circum- 
stances, the  term  "off-label  use"  describes  the  situation 
in  which  an  approved  drug  is  being  used  for  indications 
different  from  those  appearing  on  the  label. 

When  there  is  sufficient  interest  in  a  specific  off-label 
use  of  a  drug  and  there  are  enough  data  in  the  medical 
literature  to  support  one  or  more  off-label  uses,  there  are 
mechanisms  for  those  uses  to  be  reviewed,  for  scientific 
and  medical  judgments  to  be  made,  and  for  the  informa- 
tion to  be  compiled  and  made  available  to  the  medical 
profession  in  an  organized  manner.  The  three  compen- 
dia that  serve  as  reference  sources  for  the  off-label  uses 
of  drugs  are:  1)  American  Hospital  Formulary  Service 
Drug  Information  (AHFS-DI);  2)  American  Medical 
Association  Drug  Evaluations  (AMA-DE);  and  3)  U.S. 
Pharmacopeia  Drug  Information  (USP-DI). 

It  is  important  to  point  out  several  general  features  that 
are  common  to  all  three.  First,  they  are  national  in  scope 
in  the  sense  that  they  represent  three  independent  na- 
tional efforts  to  pull  together  current  information  on 
drug  use  and  good  medical  practice.  Each  attempts  to  be 
comprehensive  and  current,  and  we  can  appreciate  how 
difficult  it  is  to  try  to  meet  that  objective.  Finally,  the 
content  of  the  compendia  is  based  on  a  review  of  scien- 
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tific  data  by  a  number  of  expert  groups.  Any  one  of  the 
three  compendia  should  be  considered  sufficient  for  a 
physician  to  make  a  determination  on  off-label  use  of  a 
drug. 

On  the  other  hand,  "accepted  medical  practice"  is  dy- 
namic and  subject  to  more  rapid  changes  than  can  be  ac- 
commodated by  the  compendia.  The  result  is  that  in  ad- 
dition to  the  compendia,  other  sources  are  needed  for 
guidance  on  what  constitutes  acceptable  off-label  use  of 
drugs.  In  general  terms,  we  would  suggest  that  any 
off-label  use  of  a  marketed  drug  that  has  been  approved 
through  a  formal  review  procedure  with  qualified  ex- 
perts should  be  considered  acceptable  medical  practice. 
This  position  recognizes  that  accepted  medical  practice 
regarding  an  acceptable  use  of  a  drug  for  an  unlabeled 
indication  lacks  well-defined  and  strict  boundaries;  in- 
stead, it  is  continually  evolving,  as  does  medical  prac- 
tice itself  in  the  broader  sense. 

This  view  is  consistent  with  positions  taken  both  by 
FDA  and  Congress.  FDA  has  stated  publicly  on  several 
occasions  over  the  past  decade  that  the  Food,  Drug,  and 
Cosmetic  Act  does  not  limit  the  manner  in  which  a  phy- 
sician may  use  an  approved  drug  and  that  a  physician 
may  prescribe  it  for  other  uses  or  in  treatment  regimens 
or  patient  populations  that  are  not  included  in  approved 
labeling.  FDA  pointed  out  several  years  ago  that  the  ul- 
timate determination  of  what  is  a  "standard"  treatment 
as  opposed  to  an  "investigational"  therapy  is  not  solely 
the  province  of  the  FDA.  In  short,  the  FDA  review  and 
approval  process,  including  labeling,  was  never  meant 
to  be  a  mechanism  for  establishing  "accepted  medical 
practice"  or  to  confine  a  physician  strictly  to  labeled 
uses  for  a  drug  product. 

Congress  reviewed  the  issue  of  what  constitutes  gener- 
ally accepted  medical  practice  in  determining  which 
drug  indications  would  be  covered  under  the  new  outpa- 
tient prescription  drug  benefit  section  of  the  Medicare 
Catastrophic  Coverage  Act  of  1988  (PL  100-360).  That 
legislation,  although  now  repealed,  required  the  Secre- 
tary, when  establishing  standards,  to  incorporate  stand- 
ards from  such  current  authoritative  compendia  as  he  or 
she  may  select.  The  conference  report  stated  that  the 
Secretary  would  be  expected  to  take  into  consideration 
one  (or  more)  of  the  three  compendia  mentioned  pre- 
viously. 

At  least  on  the  point  of  what  constitutes  "generally  ac- 
cepted medical  practice,"  there  is  no  disagreement 
among  the  American  Medical  Association,  FDA,  Con- 
gress, or  the  pharmaceutical  industry.  The  compendia 
can  and  should  serve  as  important  sources  of  informa- 
tion for  both  practicing  physicians  and  third-party 
payers.  We  strongly  endorse  the  use  of  the  compendia 
by  third-party  payers  and  physicians  as  prime  sources  of 


what  can  minimally  be  considered  generally  accepted 
medical  practice  for  drug  indications.  This  has  obvious 
significance  for  the  payer  in  terms  of  reimbursement  de- 
cisions, for  the  physician  in  terms  of  knowing  in  ad- 
vance what  will  be  covered,  and  most  importantly  for 
patients. 

A  variation  on  the  role  that  the  compendia  might  play 
is  to  include  a  general  statement  in  approved  labeling 
that  refers  to  the  compendia  for  additional  uses  of  a  drug. 
This  approach  recognizes  and  makes  use  of  an  already 
existing  review  and  approval  mechanism  for  what  con- 
stitutes generally  accepted  medical  practice  and  ties  the 
compendia  to  FDA  approved  labeling. 

When  the  approved  indications  for  a  new  drug  are  un- 
necessarily limited,  this  has  the  effect  of  contributing 
substantially  to  some  of  the  problems  we  are  discussing 
here.  This  is  especially  true  for  cancer  drugs,  where  at 
least  one-third  of  medically  accepted  uses  are  off-label. 
The  current  restrictive  attitude  toward  labeling  imposes 
a  very  large  burden  on  the  regulatory  agency,  the  indus- 
try, and  ultimately  patients  themselves  because  adjust- 
ments in  labeling  must  be  made  virtually  on  a 
case-by-case  basis. 

In  summary,  the  Pharmaceutical  Manufacturers  Asso- 
ciation (PMA)  has  consistently  endorsed  the  view  that 
full  reimbursement  should  be  available  for  all  medical 
uses  of  drugs  as  long  as  such  uses  are  documented  in 
scientifically  respected  compendia  or  the  peer-reviewed 
medical  literature. 

Supplemental  NDAs 

In  addition  to  the  original  indication,  a  company  may 
continue  to  pursue  research  and  development  of  an  ap- 
proved drug  for  other  indications  and  may  eventually 
submit  a  supplemental  NDA  to  the  FDA  with  the  aim  of 
getting  approval  for  a  change  in  labeling  to  indicate  an 
additional  approved  use  for  the  drug.  The  company's 
decision  to  pursue  a  supplemental  NDA  depends  on 
many  factors.  Each  company  has  finite  resources  in 
terms  of  research  and  regulatory  personnel  that  are 
needed  for  the  development  of  new  drugs.  The  finite  re- 
source issue  also  pertains  externally — for  example,  in 
the  number  of  available  clinical  investigators.  In  the 
overall  scheme  of  a  company's  research  and  develop- 
ment strategy,  there  may  not  be  enough  resources  to 
spare  from  new  product  development  to  apply  to  the 
preparation  of  a  supplemental  NDA. 

Another  problem  is  that  supplemental  applications 
generally  have  a  lower  priority  at  FDA  than  new  NDAs. 
There  is  a  tendency  for  supplemental  to  drift  to  the  bot- 
tom of  the  priority  list  even  though  approval  of  the  new 
indication  may  be  more  important  than  the  original 
claim.  The  most  likely  reason  for  assigning  a  low  prior- 
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ity  to  these  supplements  is  the  attitude  that  because  the 
drug  is  already  on  the  market,  availability  of  the  drug 
should  not  be  an  issue.  Availability,  however,  does  not 
necessarily  mean  that  patients  will  be  reimbursed  when 
a  physician's  use  of  the  drug  is  different  from  the  labeled 
indications.  There  are  now  about  100  overdue  supple- 
mental efficacy  NDAs  at  FDA.  If  they  could  be  more 
expeditiously  approved,  at  least  some  of  the  present 
"off-label"  uses  would  immediately  become  "on-label." 

Investigational  Drugs 

Now  we  turn  to  the  more  difficult  and  complicated  is- 
sue of  reimbursement  for  costs  associated  with  investi- 
gational drugs.  There  are  at  least  three  different  compo- 
nents to  consider  when  we  begin  to  think  about  reim- 
bursement in  the  clinical  research  setting: 

1 .  cost  of  the  drug; 

2.  costs  of  any  incremental  care  related  to  the  clini- 
cal trial;  and 

3.  underlying  costs  of  the  usual  and  customary  pa- 
tient care. 

In  1988,  the  Institute  of  Medicine  (IOM)  issued  a  re- 
port on  resources  for  clinical  investigation.  In  brief,  the 
IOM  report  recommends  that  third-party  payers  should 
pay  for  the  necessary  and  appropriate  patient  care  costs 
that  would  have  been  incurred  in  any  case  when  patients 
are  in  clinical  studies  and  that  "the  marginal,  incremen- 
tal costs  above  standard  patient  care  costs  attributable  to 
the  investigational  protocol  should  be  borne  by  the 
sponsoring  institution — pharmaceutical  company, 
NIH,  or  foundation."  In  other  words,  experimental 
drugs  should  be  considered  part  of  the  study  costs  and 
supplied  free  of  charge.  The  PMA  Board  of  Directors 
reviewed  this  issue  in  1989  and  adopted  the  IOM  posi- 
tion as  PMA  policy. 

In  general,  even  before  the  IOM  report  or  PMA's 
policy  position,  the  cost  of  investigational  drugs  has  not 
been  a  major  issue  in  terms  of  reimbursement  because 
pharmaceutical  companies,  with  rare  exceptions,  have 
provided  investigational  drugs  without  charge.  Even 
when  FDA  introduced  the  treatment  IND  mechanism  in 
1987,  which  specifically  allowed  for  cost  recovery  for 


drugs  that  are  granted  treatment  IND  status,  there  was  no 
rush  by  companies  to  recover  costs. 

A  treatment  IND  is,  as  its  name  implies,  an  administra- 
tive mechanism  that  allows  broadened  access  to  impor- 
tant experimental  drugs  for  which  FDA  believes  there  is 
sufficient  data  to  show  promising  evidence  of  efficacy 
even  though  all  of  the  studies  may  not  have  been  com- 
pleted or  fully  evaluated  by  the  FDA.  Recent  examples 
of  large  treatment  IND  programs  are  dideoxycytidine 
and  dideoxyinosine  which  have  been  used  to  treat  tens 
of  thousands  of  human  immunodeficiency  virus/ac- 
quired immunodeficiency  syndrome  (HIV/AIDS)  pa- 
tients in  advance  of  final  FDA  approvals.  In  neither  case 
did  the  sponsoring  pharmaceutical  company  request 
permission  to  recover  the  cost  of  the  drug. 

Where  the  difficulty  really  begins  is  when  one  tries  to 
sort  out  patient  care  costs  into  those  that  are  directly  re- 
lated to  the  clinical  trial  and  those  that  should  be  consid- 
ered usual  and  customary.  It  becomes  especially  com- 
plicated in  the  case  of  cancer  and  AIDS  because  many 
clinical  research  protocols  may,  in  fact,  represent  the 
best,  or  even  the  only,  available  treatment.  Therefore,  in 
medical  terms  and  for  reimbursement  considerations, 
those  treatments  should  be  considered  equal  to  standard 
therapy,  and  the  associated  patient  care  costs  should  be 
covered. 

Conclusion 

Fundamental  to  the  medically  appropriate  use  of 
drugs,  whether  approved  or  investigational,  is  a  data 
base  that  supports  the  safety  and  efficacy  of  the  drug  in 
the  context  of  a  specific  clinical  situation. 

We  believe  there  are  specific  thresholds  available  that 
should  be  used  for  coverage  decisions,  specifically 
when: 

•  a  drug  has  been  classified  by  FDA  as  approved  for 
marketing  or  as  a  treatment  IND; 

•  an  additional  use  of  a  drug  has  been  specified  in  one 
or  more  of  the  three  national  compendia;  or 

•  a  new  use  of  a  drug  has  gone  through  a  formal  review 
procedure  with  qualified  experts,  such  as  medical 
specialty  societies  and  consensus  conferences. 

In  these  instances,  third-party  payers  should  be  willing 
to  cover  the  costs  of  those  drugs  and  the  associated  med- 
ical care. 
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Medical  Device  Perspective 
Candace  Littell 


The  Health  Industry  Manufacturers  Association 
(HIMA)  represents  approximately  300  manufacturers 
of  health  care  technology  ranging  from  "high  tech"  elec- 
tromedical and  diagnostic  equipment  to  "low  tech"  sup- 
plies and  other  medical  commodities.  As  manufacturers 
of  health  care  technology,  our  members  are  vitally  inter- 
ested in  the  decisions  that  affect  the  future  use  and  ac- 
ceptance of  our  products.  For  that  reason,  we  commend 
the  Agency  for  Health  Care  Policy  and  Research  and  the 
Congress  for  encouraging  this  honest  exchange  of 
views. 

Although  many  proposals  and  suggestions  have  been 
and  will  be  made  during  the  course  of  this  conference, 
three  overall  points  should  be  emphasized.  The  first  is 
that  trying  to  pinpoint  when  a  technology  crosses  the 
threshold  from  experimental  to  state-of-the-art  status  is 
extraordinarily  difficult,  even  under  the  best  circum- 
stances. Second,  universal  definitions  of  where  this 
threshold  lies  are  dangerous  and  should  not  substitute 
for  careful,  data-driven  analysis  of  individual  technolo- 
gies on  a  case-by-case  basis.  Finally,  we  need  to  move 
beyond  semantic  differences  to  find  imaginative  ap- 
proaches that  achieve  the  needs  of  patients,  payers,  and 
product  innovators. 

The  fundamental  question  before  us  is  sorting  out  what 
is  experimental  and  what  is  not  and  finding  the  line  be- 
tween the  two.  Even  under  the  best  circumstances,  de- 
termining when  a  technology  crosses  the  threshold  from 
experimental  to  state-of-the-art  is  a  difficult  and  subjec- 
tive process,  due  in  part  to  the  nature  of  innovation  itself. 
Unlike  in  pharmaceuticals,  innovation  in  device  tech- 
nology proceeds  incrementally.  With  a  few  exceptions, 
this  process — when  viewed  over  time — appears  to  be  a 
series  of  microscopic  improvements  instead  of  "big 
bang"  creations  of  universal  proportion.  At  what  point 
along  that  continuum  does  a  device  graduate  from  ex- 
perimental to  established? 

Secondly,  some  technologies  can  exist  simultaneously 
as  experimental  and  state-of-the-art.    As  Elizabeth 
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Brown  pointed  out  in  an  article  in  the  New  England 
Journal  of  Medicine,1  oncology  provides  a  good  exam- 
ple of  this.  Although  a  particular  treatment  might  well 
be  part  of  a  clinical  trial  and  thus  fall  under  the  dictio- 
nary definition  of  experimental,  in  many  cases  it  may 
well  reflect  the  most  appropriate  or  state-of-the-art  care 
available.  Once  again,  who  is  to  decide  into  which  cate- 
gory these  technologies  fall? 

Complicating  the  picture  further  is  the  role  of  the  user. 
As  we  all  know,  some  users  are  more  proficient  than  oth- 
ers. For  example,  when  used  by  certain  providers,  prod- 
ucts might  achieve  a  65  percent  success  rate;  others 
might  reach  75  percent,  and  still  others  might  exceed  90 
percent.  In  addition,  those  rates  often  improve  even  fur- 
ther as  more  patients  are  treated.  Studies  have  found  that 
hospital  mortality  for  certain  procedures  declined  as  the 
number  of  those  procedures  performed  by  the  hospitals 
actually  rose. 

As  users  become  more  and  more  proficient  in  using  a 
product,  when  does  that  product  cross  the  threshold 
from  experimental  to  nonexperimental,  and  at  what 
point  does  it  become  state-of-the-art?  Is  this  really  a 
question  of  grading  the  effectiveness  of  users?  Is  it  pos- 
sible that  a  perfectly  safe  medical  device  can  be  viewed 
as  state-of-the-art  in  the  hands  of  one  user,  yet  as  exper- 
imental in  the  hands  of  another? 

There  is  plenty  of  room  for  disagreement  about  where 
the  magic  threshold  lies  between  technological  adoles- 
cence and  adulthood.  This  should  send  us  a  clear  warn- 
ing. Trying  to  pinpoint  one  threshold  that  applies  to  all 
technologies  and  arbitrarily  forces  them  to  one  side  of 
the  line  or  the  other  is  certain  to  deny  patient  access  to 
important  medical  advances — advances  that  many  ex- 
perts might  well  interpret  as  mainstream  medical  care. 
These  advances  may  never  get  a  chance  to  prove  them- 
selves— to  collect  real-life  patient  data  that  payers  de- 
mand— because  data  do  not  accumulate  until  they  are 
used  and  they  cannot  be  used  until  they  are  paid  for. 

When  you  stop  and  think  about  it,  all  of  this  makes  per- 
fect sense.  How  can  something  as  diverse,  dynamic,  and 
complex  as  health  care  technology  have  a  single  time  or 
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event  that  determines  whether  it  is  experimental  or 
state-of-the-art? 

On  top  of  the  inherent  murkiness  in  finding  this  magic 
threshold  between  medical  experiment  and  medical 
mainstream,  we  must  add  the  issue  of  costs.  As  we  all 
know,  decisions  about  what  is  experimental  really  are 
decisions  about  who  will  pay  for  what.  Unfortunately, 
when  dollars  are  on  the  line,  the  positions  harden,  the 
room  for  negotiation  narrows,  and  the  common  ground 
grows  even  more  difficult  to  achieve. 

This  is  the  picture  we  are  faced  with:  an  innovation 
process  that  does  not  lend  itself  easily  to  distinct  events 
or  definitions;  cost  concerns  that  only  amplify  the  differ- 
ences of  opinion;  and  a  debate  riddled  by  definitional 
disputes,  perhaps  more  appropriate  for  a  meeting  of  lin- 
guistic scholars  than  health  care  professionals. 

So,  what  do  we  do  about  it?  How  do  we  leap  beyond 
these  semantic  and  fiscal  differences?  For  starters,  we 
have  to  accept  the  fact  that  we  cannot  remove  our  mutual 
biases.  We  simply  have  contrasting  incentives.  Payers 
will  always  have  the  incentive  to  hold  down  costs  as 
much  as  possible,  in  part  by  limiting  the  range  of  serv- 
ices available.  Providers  will  want  to  offer  patients  the 
best  that  medicine  can  offer.  Manufacturers  will  always 
have  an  incentive  to  obtain  coverage  and  payment  for 
their  products  as  quickly  as  possible.  And  patients  will 
always  want  to  feel  better  as  quickly  and  painlessly  as 
possible.  Further,  we  cannot  remove  the  fundamental 
difficulty  of  deciding  where  the  threshold  between  ex- 
perimental and  accepted  practice  lies.  Technological  in- 
novation will  continue  to  be  a  seamless,  evolutionary, 
varied,  and  diverse  process. 

Recognizing  all  of  this,  we  see  several  key  lessons 
emerging  from  the  picture  before  us.  First,  trying  to  find 
an  arbitrary  distinction  between  what  is  experimental 
and  state-of-the-art  that  payers  can  apply  universally 
across  technologies  is  a  recipe  for  disaster.  We  simply 
cannot  capture  the  diversity  inherent  in  medical  technol- 
ogy. We  are,  after  all,  operating  in  a  gray  zone.  If  we  try 
to  create  an  artificial  black-and-white  distinction,  we 
will  only  bottle  up  young  technologies  before  they  have 
been  given  a  chance  to  prove  themselves. 

Second,  we  have  to  make  medical  judgments  on  a 
case-by-case  basis  using  solid,  well-developed  data,  not 
by  trying  to  force  dynamic  technologies  into  semantic 
straitjackets  or  into  "one-size-fits-all"  coverage  defini- 
tions and  classifications.  Finally,  we  have  to  recognize 
that  all  sides  of  the  debate  have  legitimate  needs — the 
payer  for  data,  the  patient  for  treatment,  and  the  product 
inventors  for  return  on  their  investment. 

When  we  add  up  all  these  facts — that  innovation  has 
outpaced  its  regulatory  and  payment  pigeon  holes,  if 
you  will;  that  the  line  between  experimental  and 


state-of-the-art  is  terribly  unclear;  that  we  constantly 
need  more  data  to  make  intelligent  judgments;  and  that 
we  find  so  many  definitional  differences  among  par- 
ties— it  is  clear  that  we  must  find  some  kind  of  a  middle 
ground  where  the  interests  of  payers,  providers,  man- 
ufacturers, and  patients  can  come  together. 

Is  this  possible?  Given  the  divergent  viewpoints  and 
definitions,  is  there  really  any  hope?  We  think  there  is. 
We  believe  it  is  time  to  depart  from  the  definitional  dif- 
ferences being  discussed  and  to  explore  some  of  the 
imaginative  ideas  that  might  achieve  this  goal.  One  idea 
that  has  gotten  considerable  attention  and,  in  fact,  has  al- 
ready been  discussed  during  this  conference  might  be 
termed  provisional  coverage — a  kind  of  a  temporary  try 
out,  if  you  will,  for  new  technologies. 

Provisional  coverage  could  begin,  for  example,  when 
the  Food  and  Drug  Administration  clears  a  product  for 
marketing.  Alternatively,  it  could  begin  on  completion 
of  a  manufacturer's  clinical  trials  and  publication  of  re- 
sults. This  might  occur  at  various  points  in  the  process 
of  development  and  diffusion  of  technology.  At  that 
point,  the  product  would  be  covered  for  a  set  period  of 
time,  perhaps  for  a  few  years.  This  would  not  constitute 
final  coverage,  nor  would  it  go  on  indefinitely.  During 
the  provisional  period,  the  product  would  be  available 
for  use  by  clinicians  in  treating  their  patients,  perhaps 
with  some  specified  limits. 

At  the  same  time — and  this  is  the  critical  part  of  this 
concept — additional  data  beyond  those  already  col- 
lected would  be  generated  on  the  product's  effective- 
ness. This  would  provide  answers  to  such  questions  as, 
"Does  it  result  in  appropriate  outcomes?  Is  it  well  suited 
for  specific  indications  or  particular  patient  groups?  Are 
there  limitations  or  problems?" 

The  net  result  of  provisional  coverage  would  be  kind 
of  a  "dry  run"  for  technology  that  would  address  the 
goals  for  all  parties.  It  would  provide  valuable  data  to 
private  and  public  payers  who  need  this  information  to 
make  intelligent  and  cost-effective  decisions — data  that 
emerged  from  treatment  in  real-life  settings  on  the  front 
line  of  health  care  delivery.  This  would  also  address  one 
of  the  most  vocal  concerns  expressed  by  payers  and  one 
of  the  strongest  criticisms  of  technology:  there  are  not 
enough  data. 

Provisional  coverage  would  provide  incentives  to  in- 
novators who  would  see  a  reasonable  market  opportuni- 
ty for  their  work,  work  that  would  ultimately  rise  or  fall 
on  its  value,  not  on  whether  it  fits  into  some  arbitrary 
category.  Finally,  provisional  coverage  would  provide 
needed  treatments  to  patients  who  would  no  longer  have 
to  wait  while  payers  and  regulators  discussed  terminolo- 
gy- 
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For  those  who  wonder  how  this  might  be  done,  I  will 
point  to  the  recent  decision  by  Blue  Cross/Blue  Shield  to 
fund  the  clinical  trial  of  autologous  bone  marrow  trans- 
plants. This  experiment  provides  the  company  with  crit- 
ical data  to  decide  whether  and  how  widely  such  treat- 
ment should  be  used.  At  the  same  time,  it  allows  access 
to  the  treatment  for  many  women  who  would  not  other- 
wise get  it  and  have  no  other  alternatives. 

Providing  this  kind  of  treatment  while  gathering  criti- 
cal data  is  reason  enough  for  exploring  ideas  of  this  type; 
there  are  many  others.  Another  important  reason  relates 
to  the  central  question  with  which  we  are  wrestling  at 
this  conference.  Provisional  coverage  would  stop  us 
from  force-fitting  new  technologies  into  arbitrary 
across-the-board  classifications.  It  would  give  individ- 
ual products  a  chance  to  prove  themselves  and  force  us 
to  judge  them  on  their  own  merits. 

In  short,  provisional  coverage  would  pave  the  way  for 
decisions  based  on  facts,  data,  and  actual  performance, 
not  on  technological  typecasting.  It  would  assure  us  that 
artificial  distinctions  would  not  become  barriers  to  get- 
ting the  best  information  possible. 

To  be  sure,  final  coverage  determination  would  still 
have  to  be  made,  and  that  would  still  require  some  sub- 


jective judgment.  In  all  probability,  it  would  lead  to  a 
fair  amount  of  disagreement.  Even  here,  however,  pro- 
visional coverage  helps  out.  The  decision  would  be 
based  on  data,  not  on  arbitrary  distinctions.  The  tech- 
nology would  have  a  chance  to  prove  itself  in  real-life 
settings,  and  all  parties  would  be  able  to  see  that  the  final 
determination  was  based  more  on  hard  proof  than  on 
philosophical  nitpicking. 

I  am  not  suggesting  this  is  the  only  imaginative  ap- 
proach that  might  be  tried.  Undoubtedly,  there  are 
many.  Nor  is  it  without  shortcomings.  It  is,  however,  in- 
dicative of  the  kind  of  innovative  thinking  with  which 
we  now  must  proceed.  Struggling  endlessly  over  terms 
that  are  inherently  subjective,  trying  to  apply  them  to 
technologies  that  inherently  resist,  will  only  lead  to  fur- 
ther delays  in  providing  new  treatments  to  patients  who 
need  them.  It  is  time  to  step  beyond  the  semantic  differ- 
ences and  propose  solutions  that  judge  technologies  for 
what  they  are  and  what  they  do,  not  how  well  they  fit  into 
this  or  that  comer  of  Webster's  Dictionary. 
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Discussion/Questions  and  Answers  - 


Session  3 


Q:  [Dr.  John  Ferguson,  National  Institutes  of 
Health]  Is  there  any  paradigm  for  provisional  cover- 
age for  any  of  the  recent  technologies  that  are  being 
tested — provisional  coverage  by  a  third-party  carri- 
er? 

A:  [Ms .  Littell]  I  am  not  aware  of  any  that  is  spec  if  ic  to 
the  device  side  of  the  industry  at  this  point. 

Q:  [Edward  J.  Hinman,  M.D.,  Lincoln  National 
Employee  Benefits]  I  am  troubled  because  I  think 
the  wrong  question  is  being  debated  and  discussed. 
There  comes  a  point  at  which  we  should  move  from 
this  phase  of  experimental/investigational  or  what- 
ever we  are  going  to  call  it  into  the  phase  of  common- 
ly accepted  practice.  We  may  even  need  a  new  phase, 
which  would  be  a  postmarketing  approval  period  of 
additional  review.  Maybe  the  provisional  approach 
would  be  a  good  solution.  We  have  not  discussed  that 
point,  however,  although  we  are  now  two-thirds  of 
the  way  through  the  conference. 

A:  [Dr.  Petricciani]  That  is  one  of  the  points  I  was  sug- 
gesting in  the  case  of  drugs  and  the  Food  and  Drug  Ad- 
ministration's (FDA's)  development  of  the  treatment  in- 
vestigational new  drug  (IND)  mechanism.  What  you 
are  suggesting  is  a  black-and-white  division  between  re- 
search and  what  is  acceptable  for  general  medical  prac- 
tice when,  in  fact,  as  I  think  most  of  the  speakers  have 
been  alluding  to,  there  is  this  continuum.  Nevertheless, 
within  that  continuum,  you  can  mark  off  certain  points. 

In  the  case  of  drugs,  FDA  makes  a  judgment  that  a  spe- 
cific drug  has  sufficient  data  to  suggest  pretty  strongly 
that  safety  and  efficacy  are  associated  with  it.  To  that  ex- 
tent, FDA  is  willing  to  let  the  drug  be  used  for  treatment 
purposes,  in  the  case  of  dideoxyinosine  (ddl)  and  dideo- 
cytidine  (ddC),  for  example,  for  tens  of  thousands  of  pa- 
tients. In  our  view,  that  is  the  juncture  when  FDA  de- 
cides that  a  treatment  IND  can  move  into  at  least  those 
limited  confines  of  treatment  practice. 

A:  [Dr.  Messerschmidt]  I  think  that  is  one  of  the  points 
we  all  made.  There  is  no  definition  of  those  terms — of 
when  one  ends  and  the  other  begins — and  when  you  are 
dealing  with  a  spectrum,  an  arbitrary  point  has  to  be  se- 
lected. There  may  be  a  different  point,  however,  for 
each  indication  and  each  intervention,  and  that  makes  it 
very  difficult.  For  example,  if  it  is  a  treatment  for  a  be- 
nign disease,  we  may  want  a  lot  of  evidence  to  suggest 
that  safety  is  an  important  issue;  on  the  other  hand,  if  it  is 


a  life-threatening  situation,  higher  risks  may  become  ac- 
ceptable, so  less  defined  therapies  may  become  more  ac- 
ceptable at  that  point. 

In  the  pharmaceutical  industry,  we  are  very  regulated 
as  to  how  those  data  are  collected,  and  they  are  collected 
in  a  very  standard  fashion.  In  many  other  situations  in 
the  practice  of  medicine,  data  collection  is  not  as  rigidly 
performed,  and  what  we  may  want  to  consider  is  a  mech- 
anism for  collecting  such  data,  at  least  a  mechanism  that 
will  allow  us  to  assess  the  data  in  a  standard  way. 

That  is  not  going  to  happen  overnight.  Many  technolo- 
gies in  standard  practice  today  may  have  never  had  a 
randomized  controlled  trial.  Therefore,  if  we  are  going 
to  look  for  randomized  controlled  trials  to  give  us  all 
these  answers,  we  are  not  going  to  find  them.  What  I 
would  like  to  see  is  the  development  of  a  mechanism 
with  incentives  for  doing  randomized  controlled  trials 
and  in  which  the  insurance  industry  plays  an  integral 
part.  A  partnership  must  develop  between  the  reimburs- 
ers/payers  and  those  with  the  technology  that  will  allow 
them  to  work  hand  in  hand  to  develop  processes  that  will 
benefit  patients  and  for  which  reimbursement  will  be 
made.  It  is  only  through  that  type  of  partnership  that  we 
are  really  going  to  get  out  of  this  bind  of  trying  to  define 
experimental  and  state-of-the-art. 

Q:  [Cheryl  Austein,  Department  of  Health  and  Hu- 
man Services]  I  share  the  previous  questioner's  con- 
cern about  the  specificity  of  our  discussions  at  this 
conference,  and  one  question  I  would  like  to  put  to 
the  panel  is  what  are  we  trying  to  achieve  here?  If 
third  parties  are  to  step  in  now — granted  much  of 
what  is  being  practiced  today  has  never  been  as- 
sessed, but  the  chances  of  that  happening  in  this  de- 
cade are  low  in  any  event — whose  costs  are  they  go- 
ing to  be  replacing? 

A:  [Dr.  Messerschmidt]  In  the  pharmaceutical  indus- 
try in  general,  we  accept  a  lot  of  responsibility  for  the 
cost  of  research.  That  is,  in  a  simplistic  way  of  looking  at 
it,  it  is  our  product.  We  are  the  ones  who  are  going  to 
make  the  profit  from  the  product,  and  therefore  we  are 
the  ones  that  foot  the  bill. 

Are  there  other  situations  where  that  is  analogous? 
There  is  a  lot  of  discussion  among  other  people  who  tend 
to  have  a  financial  stake  in  new  technologies  or  new 
therapies  or  new  applications  for  which  they  want  some- 
one else  to  pay,  even  though  they  are  the  ones  who  are 
going  to  benefit.  That  is  one  issue. 
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In  other  instances,  it  is  purely  a  public  health  matter 
where  something  needs  to  be  applied  or  something 
needs  to  be  understood  more  thoroughly.  Perhaps  in 
those  cases  it  is  more  of  a  public  sector  issue;  that  is 
when  I  think  government  funding  should  become  more 
prominent.  For  example,  if  a  surgical  procedure  is  being 
introduced  and  there  are  questions  about  whether  it  truly 
is  an  advance,  then  maybe  that  should  be  taken  through 
the  public  sector. 

We  have  to  look  at  the  incentives  for  the  use  of  the  pro- 
cedure. Are  there  financial  incentives  for  a  group?  Are 
there  financial  disincentives  for  another  group,  or  is  it 
something  that  constitutes  a  public  health  issue?  In  this 
way,  we  can  identify  the  responsible  party. 

Q:  [Ms.  Austein]  Do  you  mean  the  problem  is  that 
we  have  not  assessed  enough  procedures  and  need  to 
bring  in  additional  payers  to  do  that?  Is  that  the 
problem  we  are  trying  to  solve  here? 

A:  [Dr.  Messerschmidt]  Payers  are  in  a  funny  bind.  It 
was  mentioned  previously  that  in  many  instances, 
payers  have  sometimes  paid  for  things  for  many  years 
which,  it  later  is  discovered,  have  not  benefitted  pa- 
tients. On  the  other  hand,  there  have  been  times  when 
payers  have  not  paid  for  things  they  should  have,  since 
these  things  did  benefit  patients.  The  issue  that  I  am  ad- 
dressing— and  I  am  not  speaking  for  anyone  else — is  to 
find  a  way  to  be  able  to  assess  that  as  cleanly  and  crisply 
and  early  as  possible,  so  that  we  do  not  end  up  paying 
more  than  we  should  and  the  people  who  will  benefit  get 
the  procedures  as  soon  as  possible.  That  is  the  type  of 
balance  that  we  need  to  have  as  a  mechanism  to  assess 
objectively  this  information  quickly  and  efficiently. 

A:  [Ms.  Littell]  I  think  what  we  are  really  talking 
about  is  the  emergence  of  new  technology  in  the  health 
care  delivery  system.  Obviously,  our  members  are  very 
concerned  about  the  funding  of  those  new  technologies 
after  having  spent  considerable  resources  to  bring  the 
product  to  the  point  of  being  able  to  introduce  it  into  the 
health  care  delivery  system. 

The  reason  I  focus  so  much  on  the  reimbursement  is- 
sue is  that  the  definition  between  experimental  and 
state-of-the-art  is  most  significant  and  really  manifests 
itself  in  coverage  decisionmaking.  That  is  the  critical 
junction — the  meeting  point  between  what  is  an  exer- 
cise in  trying  to  establish  terminology  and  what  is  ac- 
tually happening  in  the  health  care  delivery  system. 

The  burden  at  this  point  is  exclusively  on  the  manufac- 
turer to  provide  the  information  necessary  for  payers 
and  others  to  make  decisions  about  technology.  It  is  ap- 
propriate to  look  at  approaches  that  might  share  more  of 
that  burden  with  an  emphasis  on  how  to  actually  get  a 


health  care  technology  that  is  suitable  for  appropriate  in- 
dications into  our  health  care  delivery  system. 

I  personally  emphasize  the  reimbursement  aspects  of 
this  because  that  is  where,  in  many  regards,  the  critical 
decision  lies  as  it  relates  to  experimental  technology.  If 
you  were  not,  as  a  payer,  making  decisions  to  not  cover 
based  on  experimental  versus  state-of-the-art,  then  I  do 
not  even  know  if  we  would  be  having  this  discussion. 

Q:  [Robert  Pendergrass,  National  Heritage  Insur- 
ance Company]  I  have  a  philosophical  question  for 
all  the  panelists.  Is  experimental  medicine  the 
state-of-the-art  of  the  practice  of  good  health  care,  or 
is  it  the  state-of-the-art  of  the  practice  of  good  re- 
search institutions?  We  need  to  define  the  bound- 
aries of  good  practice  rather  than  the  state  of  re- 
search practice. 

More  specifically,  Ms.  Littell,  presumptive  effec- 
tiveness is  nothing  new.  I  have  been  in  medicine  for 
50  years,  and  we  have  operated  on  presumptive  ef- 
fectiveness a  large  part  of  that  time.  It  has  resulted  in 
some  significant  debacles,  not  the  least  of  which  is  the 
pillage  of  somebody's  treasury,  but  the  more  impor- 
tant aspect  is  the  fostering  on  unsuspecting  people  of 
many  procedures  without  efficacy  that  have  no  real 
purpose. 

When  I  make  my  decisions,  I  consider  the  efficacy 
of  medicine  and  whether  it  does,  in  fact,  improve  the 
quality  of  life  and  the  potential  for  a  patient's  getting 
well,  rather  than  whether  the  medicine  is  either  ex- 
perimental or  investigational. 

If  you  consider  the  final  factor  of  the  proclivity  of 
health  care  practitioners  to  never  want  to  get  rid  of 
something  with  which  they  have  become  comfort- 
able, you  further  compound  the  problem  when  you 
adopt  a  policy  of  presumptive  effectiveness  as  a  basis 
for  payment. 

A:  [Ms.  Littell]  As  I  mentioned  earlier,  an  integral  part 
of  any  kind  of  a  proposal  like  the  provisional  coverage 
proposal  is  the  generation  of  information.  One  of  the 
things  that  is  really  lacking  now  is  information  about 
what  is  appropriate  and  what  is  not  appropriate  and  for 
what  patients  under  what  circumstances. 

This  kind  of  a  proposal  is  not  the  answer.  There  might 
be  many  other  proposals.  We  need  a  process  by  which 
additional  information  about  a  technology  or  procedure 
can  become  available.  That  information  might  not  ever 
get  produced  under  our  current  system.  It  is  produced  in 
somewhat  of  an  interim  process  as  the  technology  or  the 
procedure  makes  its  way  into  the  health  care  delivery 
system.  I  could  not  agree  with  you  more  that  we  need  to 
make  better  medical  decisions,  but  we  need  information 
by  which  to  make  those  decisions;  and  this  is  an  alterna- 
tive that  does  provide  for  another  source  of  information. 
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Q:  [Steven  Sieverts,  Blue  Cross/Blue  Shield,  Wash- 
ington, DC]  There  is  already  in  place  an  enormously 
expensive  process  of  medical  care  in  this  country, 
much  of  which  represents  services  that  do  not  stand 
up  very  well  to  cost-effectiveness  kinds  of  scrutiny. 
When  we  are  experiencing  the  level  of  health  care 
spending  and  the  rate  of  increase  in  such  spending 
that  we  are  seeing,  we  quite  naturally  become  con- 
servative about  more  and  more  things  being  added. 

The  academic  centers  and  the  Agency  for  Health 
Care  Policy  and  Research  could  gain  a  much  more 
friendly  response  to  a  more  liberal  definition  by  the 
payers  about  what  is  investigational  and  what  is  not. 
They  should  turn  their  attention  to  the  proliferation 
of  services  used  in  American  communities  by 
hundreds  of  thousands  of  ordinary  doctors  in  the 
face  of  studies  that  suggest  that  many  of  those  serv- 
ices are  useless  or  dangerous;  for  example,  the  enor- 
mous use  of  gastrointestinal  endoscopy  and  the  con- 
tinued very  high  volumes  of  carotid  endarterecto- 
mies  and  coronary  bypass  surgeries.  If  there  is  going 
to  be  a  partnership,  it  also  must  be  a  compact  in 
which  those  same  entities  give  some  help  to  this  coun- 
try to  do  something  about  the  services  that  are  being 
rendered  in  such  large  volumes  and  that  have  no 
substantial  apparent  benefit  to  anybody  except  those 
who  are  feeding  their  families  with  the  proceeds. 

A:  [Dr.  Holohan]  I  would  like  to  address  one  of  your 
comments.  Our  agency  has  looked  in  detail  at  several  of 
the  technologies  that  you  mentioned. 

Q:  [Helen  S.  Philliou,  LDG  Reinsurance  Under- 
writers] I  would  like  to  know  if  the  providers  are 
willing  to  talk  about  the  price  end  of  it  so  that  the  in- 
vestigational processes  could  receive  less  flak,  so  to 
speak,  from  payers  with  more  timely  provision  of 
services  and  without  litigation,  without  torts  and 
malpractice;  that  is,  clean  it  up.  Many  pharmaceuti- 
cal companies  are  billing  out  large  amounts  for  vari- 
ous parts  of  care  that  are  very  expensive.  Those  costs 
are  passed  on. 

A:  [Dr.  Holohan]  Medicare  has  established  the  pay- 
ment that  it  will  provide  for  a  liver  transplant  for  a  Medi- 
care recipient  in  a  Medicare-certified  liver  transplant 
center,  and  the  cost  is  well  below  $100,000. 

Q:  [Ms.  Philliou]  That's  right.  What  you  are  doing 
is  passing  the  burden.  You  are  cost  shifting.  Medi- 
care keeps  it  down  here,  and  it  comes  out  of  the  pri- 
vate payers.  That  is  exactly  what  is  happening. 

A:  [Dr.  Holohan]  The  representative  from  Medicare 
may  want  to  discuss  how  that  figure  was  arrived  at. 


Medicare  believes  that  is  a  fair  price,  and  I  venture  to 
say — not  wanting  to  speak  for  Medicare — that  you  will 
find  many  transplant  centers  wanting  to  be  certified  by 
Medicare  to  do  liver  transplants.  Do  the  pharmaceutical 
manufacturers  want  to  respond? 

A:  [Dr.  Messerschmidt]  I  can  respond  for 
CIB A-GEIGY,  not  for  the  whole  pharmaceutical  indus- 
try. We  are  very  concerned  about  this  issue,  and  we  con- 
duct clinical  trials  before  we  market  a  drug  to  be  sure  in 
our  own  minds — not  just  the  FDA's  mind  or  not  just  in 
the  physicians'  minds,  but  in  our  own  minds — that  the 
product  we  distribute  is  providing  benefit  to  the  patient 
who  takes  it.  The  cost  of  that  I  cannot  address,  except  to 
say  that  our  company  does  not  make  a  proportionately 
different  amount  of  money  from  that  compared  with 
other  areas  of  the  health  care  industry.  As  a  group,  the 
health  care  industry  is  doing  better  than  many  other  seg- 
ments within  the  country. 

It  is  through  financial  incentives  that  we  are  able  to 
take  the  money  that  we  make  and  apply  it  to  further  re- 
search. Of  the  health  care  budget  today,  only  8  percent  is 
pharmaceutical.  As  I  mentioned,  the  inflation  rate  this 
year  is  10  percent.  So,  if  all  pharmaceutical  products 
were  free  today,  you  would  still  have  an  inflationary 
component  to  health  care  costs  that  far  outweighed  the 
cost  of  pharmaceuticals. 

In  general,  many  advances  in  the  future  will  come  from 
the  pharmaceutical  industry.  It  is  through  the  technolo- 
gies that  are  being  developed  today  by  the  pharmaceuti- 
cal industry  that  many  of  the  chronic  diseases  that  are 
not  amenable  to  surgical  procedures  or  to  many  other 
types  of  therapies  are  going  to  be  tackled. 

If  there  were  easy  answers,  we  would  already  have 
them.  These  are  very  difficult  diseases  without  easy  so- 
lutions. Our  company  is  committed  to  trying  to  find 
those  answers.  Along  with  that,  we  are  committed  to 
providing  the  payers,  physicians,  and  patients  with  the 
data  that  demonstrate  efficacy  and  safety.  I  want  to  em- 
phasize the  importance  of  that  type  of  cooperation — of 
sharing  the  efficacy  and  safety  data — it  should  be  uni- 
versal so  that  the  payers  can  make  appropriate  decisions 
about  whether  something  meets  the  criteria  for  reim- 
bursement. Hopefully  some  day,  there  will  be  universal 
criteria  for  this.  If  we  have  the  data  in  our  files,  but  you 
do  not  know  anything  other  than  what  comes  out  in  our 
marketing  tools,  that  is  not  good  enough.  We  have  to  be 
able  to  work  together  so  that  you  understand  what  you 
are  paying  for,  and  you  will  see  the  benefit. 

A:  [Dr.  Ferguson]  I  would  like  to  respond  to  some  of 
the  people  from  the  third-party  payers  and  to  Cheryl 
Austein.  The  insurance  industry  has  for  many  years 
been  paying  huge  amounts  of  money  for  technologies 
that  have  not  always  turned  out  to  be  either  safe  or  effec- 
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tive.  There  are  a  number  of  procedures,  devices,  treat- 
ments, and  so  forth  for  which  Government  agen- 
cies— for  instance,  the  National  Institutes  of 
Health — will  not  conduct  trials  or  tests  because  they  are 
not  on  their  research  agenda.  If  no  one  else  is  going  to 
test  to  determine  safety  and  efficacy,  I  would  say  that  the 
third-party  payers  do  have  a  stake  in  trying  to  determine 
what  they  are  paying  for,  and  it  seems  reasonable  to  de- 
mand some  degree  of  testing  before  they  pay  large 
amounts  of  money. 

Q:  [Robert  Visscher,  American  Fertility  Society]  I 
would  like  to  ask  the  panelists  a  question  about  possi- 
ble changes  in  patent  laws  that  might  help  in  reim- 
bursing some  of  these  studies. 

A:  [Dr.  Rheinstein]  The  FDA  had  some  experience  in 
implementing  the  only  change  that  has  been  made  in  the 
patent  law  to  date.  It  gives  patent  term  restoration  for  up 
to  5  years — half  the  time  spent  doing  clinical  trials  de- 
fined from  the  date  that  the  first  IND  becomes  effective 
to  the  date  that  the  new  drug  application  (NDA)  is  filed, 
plus  all  of  the  time  the  company  has  the  NDA  in  FDA's 
court  minus  any  time  the  company  was  not  prosecuting 
that  NDA  with  due  diligence. 

Another  procedure  did  not  work  quite  so  well.  It  was  to 
give  people  exclusivity  for  newly  developed  uses.  They 
do  get  exclusivity — the  brand  name  company  is  the  only 
company  that  can  put  the  new  use  in  the  package  in- 
sert— but  the  pharmacist  never  knows  why  the  patient  is 
getting  the  drug,  so  the  generic  gets  dispensed  regard- 
less of  the  use.  Therefore,  that  one  did  not  work  so  well. 

Clearly  financial  incentives  are  very  important,  and 
more  need  to  be  looked  at.  I  am  reminded  of  FDA's  re- 
view in  1962  when  Congress  added  the  efficacy  provi- 
sions to  the  Food,  Drug,  and  Cosmetic  Act.  We  were 
mandated  to  go  back  and  look  at  those  drugs  that  were 
marketed  for  the  first  time  between  1938  and  1962  on 
just  the  basis  of  safety  without  a  showing  of  efficacy.  We 
had  to  determine  whether  they  were  effective  or  not.  For 
some  of  the  drugs,  that  was  obvious;  but  for  many  of  the 
drugs,  there  was  a  need  for  an  additional  trial,  and  the 
companies  were  told  that  they  had  to  do  the  trial  by  a  cer- 
tain date. 

Well,  you  can  guess  what  happened.  If  trials  were  not 
going  well,  if  it  looked  as  if  the  trial  would  result  in  a 
finding  that  the  drug  would  not  be  better  than  the  place- 
bo, then  many  of  those  trials  just  did  not  seem  to  get 
done.  You  needed  one  extension  after  another.  Ob- 
viously, some  better  incentives  were  needed. 

Q:  [Roger  Winn,  American  Society  of  Clinical  On- 
cology] I  would  like  to  ask  the  panel  about  the  pa- 
rameters for  efficacy.  I  sat  on  an  FDA  advisory  com- 


mittee several  years  ago  for  oncology  where  the  pa- 
rameters for  efficacy  were  very  rigid.  It  was  either 
improve  survival  or  quality  of  life,  which  could  not 
be  measured  essentially.  There  was  a  lot  of  discus- 
sion then  about  what  was  an  appropriate  measure- 
ment of  efficacy.  Were  there  surrogate  measure- 
ments? Ms.  Littell,  you  said  not  to  put  things  in  a 
straitjacket.  On  the  other  hand,  the  danger  is  that 
the  issues  can  become  capricious  and  will  vary  from 
board  to  board.  Do  you  think  we  should  become 
semi-rigid  in  our  parameters  for  efficacy,  and  would 
you  suggest  it  be  by  drug  or  device  type?  How  would 
you  go  about  the  process  of  bringing  some  order  to 
this  field? 

A:  [Dr.  Petricciani]  What  we  have  been  seeing  over 
the  last  several  years  is  a  movement  to  address  this  spe- 
cific issue.  One  example  would  be  the  Lasagna  Com- 
mittee that  reviewed  the  agency's  procedure  for  the  ap- 
proval of  drugs  for  cancer  and  acquired  immunodefi- 
ciency syndrome  (AIDS);  the  question  of  the  markers 
for  efficacy  was  one  of  the  central  points  they  addressed. 
Their  recommendation  was  that  alternate  indicators  of 
efficacy  other  than  the  ultimate  one,  which  is  survival  in 
the  case  of  cancer  and  AIDS  and  other  life-threatening 
diseases,  should  be  taken  into  consideration  by  the 
agency,  including  the  issue  of  quality  of  life. 

Those  decisions  are  not  easy;  in  my  opinion,  the  FDA 
has  been  moving  in  that  direction  over  the  last  several 
years.  A  specific  example  is  the  recent  approval  of  ddl 
where  they  used  a  laboratory  marker  of  efficacy  as  the 
primary  basis  for  approval  of  the  drug.  So,  there  is  an 
attitudinal  shift  on  the  part  of  the  agency  as  well  as  with- 
in the  medical  community  on  the  importance  of  using 
other  than  those  ultimate  clinical  end  points  for  approv- 
al. 

A:  [Dr.  Rheinstein]  I  think  that  is  correct.  The  agency 
is  obviously  using  surrogate  end  points,  as  was  the  case 
with  ddl.  The  agency  is  looking  at  a  new  form  of  ap- 
proval called  accelerated  approval,  the  parameters  of 
which  need  to  be  fleshed  out.  The  agency  is  also,  how- 
ever, conscious  of  things  that  were  approved  on  the  basis 
of  what  in  essence  were  surrogate  end  points  in  the  past 
that  have  not  worked  out.  The  latest,  I  think,  is  encai- 
nide,  mentioned  earlier  today,  which  gives  you  a  better 
electrocardiogram;  but,  in  fact,  more  definitive  studies 
show  that  on  average  if  you  take  it,  you  die  faster. 

With  respect  to  cholesterol-  and  triglyceride-lowering 
agents,  they  were  approved  on  the  basis  that  they  low- 
ered cholesterol  and  triglycerides.  I  used  to  have  a  state- 
ment that  said  whether  the  drug-induced  lowering  of 
cholesterol  and/or  triglycerides  has  a  beneficial,  delete- 
rious, or  no  effect  on  the  incidence  of  coronary  artery 
disease  is  at  this  point  unknown.  Some  trials  were  then 
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done.  The  lipid  research  clinics  trial  on  cholestyramine 
showed  that,  in  fact,  you  can  reduce  coronary  artery  dis- 
ease with  cholestyramine. 

On  the  other  hand,  the  World  Health  Organization  trial 
showed  that  when  clofibrate  was  used  to  reduce  triglyc- 
erides, the  incidence  of  coronary  artery  disease  was  a 
little  lower,  but  on  average  people  died  sooner.  So,  sur- 
rogate end  points  have  to  be  backed  up  in  the  long  run  by 
the  question,  "Are  you  achieving  a  real  effect?" 

A:  [Ms.  Littell]  I  might  also  add  that  generally  speak- 
ing, the  product  approval  process  for  devices  is  becom- 
ing more  and  more  rigorous  over  time.  The  report  I  get 
from  our  members  is  that  the  requirements  in  terms  of 
submissions  are  much  more  rigorous  than  they  have 
been  in  the  past.  In  fact,  back  in  May,  the  FDA  issued  a 
memorandum  discussing  a  concept  of  clinical  utility 
which  establishes  yet  again  another  level  of  end  points 
to  look  at  as  they  relate  to  a  device.  Generally  speaking, 
there  seems  to  be  a  movement  for  the  FDA  to  become 
more  rigorous  in  the  product  approval  and  clearance 
process,  as  it  relates  to  the  submissions  of  our  members. 

Q:  [Keith  Harville,  Voluntary  Hospitals  of  Ameri- 
ca] It  seems  that  the  period  of  time  from  the  conclu- 
sion of  the  experimental  phase  to  the  marketing  ap- 
proval— which  is  really  the  trigger  for  widespread 
incorporation  of  the  new  technology — is  part  of  this 
overall  problem.  What  is  the  FDA  doing  to  stream- 
line the  process?  It  seems  from  my  perspective  to  be 
getting  longer  rather  than  shorter.  There  seems  to  be 
considerable  inconsistency  from  reviewer  to  review- 
er. 

A:  [Dr.  Rheinstein]  On  the  drug  side,  the  FDA  has 
done  a  number  of  things.  Over  the  last  4  or  5  years,  we 
have  doubled  the  number  of  medical  officers,  and  it  is  by 
and  large  the  review  by  medical  officers  that  has  been 
the  rate-limiting  step  in  the  process.  About  six  or  seven 
reviews  are  associated  with  a  new  drug  application. 
Separate  reviews  are  done  by  the  pharmacologists,  stat- 
isticians, microbiologists  (if  it  is  a  drug  with  microbio- 
logical concerns),  chemists,  and  so  forth. 

In  addition  to  doubling  the  number  of  medical  officers, 
we  have  introduced  a  concept  called  the  NDA  day, 
which  is  a  day  that  the  management  of  the  new  drug 
evaluation  process  sets  aside  several  months  in  advance 
to  focus  on  a  particular  new  drug  application.  Every- 
body involved  in  the  review  has  that  date  in  mind  as  a 
target  date,  and  all  of  the  various  components  of  the  re- 
view are  ready.  Once  the  discussion  has  taken  place, 
there  is  a  fixed  amount  of  time  between  that  date  and 
when  the  agency  decision  is  rendered. 


The  agency  has  tried  to  get  more  involved  with  com- 
panies in  planning  the  studies  that  will  go  into  a  new 
drug  application  so  the  company  can  have  more  certain- 
ty that  its  studies  are  done  in  a  certain  way.  If  the  results 
turn  out  as  the  company  has  postulated  they  will,  ap- 
proval will  be  forthcoming. 

All  of  those  things  have  been  done,  but  even  after  say- 
ing that,  there  is  always  going  to  be  a  significant  lag  be- 
tween the  time  all  the  data  are  in  and  the  time  that  FDA 
has  an  approval  out.  This  includes  both  the  time  neces- 
sary for  the  company  to  write  up  the  studies  and  the  time 
necessary  for  FDA  to  do  the  reviews. 

It  is  not  going  to  obviate  the  need  for  some  mechanism 
to  get  the  product  out  to  people  within  a  time  that  seems 
to  be  reasonable,  necessary,  and  appropriate  to  their 
medical  care  and  before  FDA  has  made  a  final  decision. 

Q:  [Dr.  Holohan]  I  am  going  to  take  the  preroga- 
tive to  ask  a  question,  which  is  about  the  proposal  of 
provisional  approval.  That  is,  what  about  a  payer 
paying  conditionally?  How  does  that  address  the 
problem  that  a  hospital  or  a  Veterans  Administra- 
tion Medical  Center  would  have  if  they  know  that  a 
very  expensive  technology  is  being  covered  provi- 
sionally and  they  are  faced  with  the  choice  of  buying 
it  or  not,  not  knowing  whether  it  is  effective. 

Supposing  the  evidence  indicates  that  it  does  not 
work.  We  have  just  spent  $3  million.  Why  didn't  we 
wait?  A  member  of  a  hospital  association  might  call 
and  say,  "What  should  we  do?  We  want  to  be  the  first 
in  town.  It  will  cost  us  $3  million,  but  it  is  on  provi- 
sional status  for  2  years  and  the  company  will  not 
give  us  our  money  back." 

A:  [Ms.  Littell]  That  is  an  element  of  the  proposal  that 
would  need  to  be  addressed.  It  may  be  that  you  limit 
coverage  during  the  provisional  period  to  specific  sites. 
Another  option  is  to  collaborate  in  terms  of  the  manufac- 
turer providing  the  technology  and  the  coverage  being 
offered  in  terms  of  the  care  provided.  A  number  of  dif- 
ferent options  could  be  looked  at  within  the  provisional 
coverage  concept  that  would  bring  together  the  payers 
and  the  manufacturers  to  try  to  come  up  with  a  common 
solution  that  would  not  put  providers  at  such  an  excep- 
tional risk  that  they  would  not  even  participate  in  that 
kind  of  program. 

A:  [Dr.  Holohan]  The  concept  is  fairly  straightfor- 
ward with  a  surgical  procedure,  or  perhaps  the  unlabeled 
use  of  an  approved  drug,  although  that  is  probably  much 
less  of  an  issue.  With  devices  where  a  significant  capital 
investment  is  required,  it  is  a  different  issue. 

Q:  [Winifred  Hayes,  Hayes,  Inc.,  Philadelphia]  A 
question  that  keeps  occurring  to  me  deals  with  cost 
shifting,  that  is,  asking  insurers  and  payers  to  pick 
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up  more  of  the  charges.  Normally,  when  you  pur- 
chase something,  you  have  a  choice  as  to  what  you 
are  purchasing.  You  select  the  product  or  the  ser- 
vice. Now,  I  am  curious  about  the  panelists'  response 
to  a  proposition  that  if  payers  are  being  asked  to  pick 
up  the  charges  for  promising  research  for  clinical 
trials,  what  is  the  response  to  the  payer  selecting  the 
focus  of  that  research?  Are  we  prepared  to  have  the 
insurance  industry  determine  where  research 
should  be  focused  and  where  dollars  should  be  spent 
in  terms  of  that  research  effort? 

A:  [Dr.  Messerschmidt]  First,  I  do  not  think  that 
CIBA-GEIGY  is  asking  the  insurance  industry  to  pay 
for  clinical  trials.  What  we  are  discussing  is,  if  the  trials 
are  done  and  the  efficacy  is  known,  we  want  to  have  an 
understanding  that  this  therapy  is  now  considered  to  be 
state-of-the-art  and  not  experimental.  That  is  the  defini- 
tion we  are  looking  at.  We  are  not  asking  you  to  pay  for 
our  clinical  trials. 

Q:  [Dr.  Hayes]  I  think  the  situation  with  drugs  is  a 
bit  different  than  it  is  with  medical  devices,  surgical 
approaches,  and  therapies  such  as  autologous  bone 
marrow  transplants  ( ABMTs).  Perhaps  if  we  can  set 
aside  the  drug  issue  and  focus  on  something  like 
ABMTs  with  high  dose  chemotherapy  for  breast 
cancer,  as  an  example,  it  seems  to  me  that  carriers 
and  third-party  and  other  payers — self-funded  com- 
panies— are  being  asked  to  share  in  the  costs  of 
promising  new  technology. 

My  question  is:  If  we  are  asking  them  to  share  in  the 
cost,  do  they  have  a  voice  in  setting  the  research 
agenda  for  the  nation?  I  am  not  sure  that  the  public 
at  large  or  payers  in  particular  should  set  that  agen- 
da, yet  we  are  asking  them  to  share  part  of  the  bur- 
den. I  am  not  sure  that  I  want  insurance  entities 
making  decisions  about  what  research  gets  done.  In 
my  opinion,  the  next  logical  step  if  you  are  asking 
them  to  pick  up  a  portion  of  that  cost  is  that  they  are 
going  to  ask  for  some  control.  They  will  want  to  have 
some  impact  on  what  gets  done. 

A:  [Ms.Littell]  In  terms  of  what  gets  done  beyond  the 
information  provided  for  an  initial  coverage  decision, 
that  decision  is  already  being  made  by  payers  by  exclu- 
sion of  coverage.  For  example,  if  you  have  a  technology 
that  is  deemed  experimental  and  not  covered,  there  are 
several  alternatives.  You  can  try  to  get  additional  infor- 
mation to  obtain  coverage;  the  alternative  is  that  the 
technology  does  not  diffuse  into  the  system.  Therefore, 
to  a  certain  degree,  payers'  decisions  about  cover- 
age— those  decisions  being  based  in  part  on  what  is  ex- 
perimental and  what  is  state-of-the-art — are  leading  to  a 


series  of  events,  one  of  which  is  going  back  and  produc- 
ing additional  information.  So,  to  a  certain  degree,  deci- 
sions about  what  is  covered  and  what  is  not  covered  are 
having  at  least  an  indirect  effect  in  terms  of  the  agenda. 

A:  [Dr.  Messerschmidt]  The  pharmaceutical  industry 
has  two  entities  that  we  have  to  satisfy  beyond  the  physi- 
cian and  the  patient — the  FDA  and  the  insurer.  We  have 
meetings  with  FDA  ahead  of  time,  and  we  have  enough 
experience  that  we  have  clear  ideas  and  interactive  dis- 
cussions about  what  type  of  information  will  be  needed 
to  have  everyone  feel  comfortable  that  the  drug  is  not 
only  safe  but  also  efficacious  for  patients  for  the  indica- 
tion being  pursued. 

That  opportunity  is  not  as  clear  with  the  insurance  in- 
dustry. Unfortunately,  there  are  hundreds,  if  not  thou- 
sands, of  insurers,  but  there  is  only  one  FDA.  What  we 
are  saying  is  that  we  all  want  patients  to  get  treatments 
from  which  they  will  benefit. 

If  that  is  your  interest,  then  I  recommend  that  you  ask 
for  that  information,  just  as  the  FDA  does.  In  our  situa- 
tion, we  would  be  more  than  happy  to  provide  it. 

Q:  [Roger  Strube,  M.D.,  Executive  Assets,  Ft. 
Wayne,  IN]  In  regard  to  the  cost  of  medicine  going 
through  the  roof,  I  am  not  convinced  that  if  we  stop 
doing  autologous  bone  marrow  transplants  right 
now,  we  would  really  put  a  significant  dent  in  the  cost 
of  medicine  or  its  trends.  We  have  a  pervasive  fail- 
ure— not  only  the  American  system  but  also  the  rest 
of  the  industrialized  world — in  our  ability  to  deliver 
high  quality,  cost-effective,  and  appropriate  medical 
care.  It  is  a  failure  of  the  memory  base  system  that 
we  have  been  using.  It  is  not  the  cost  of  ABMTs— it  is 
the  millions  of  complete  blood  counts  and  hemato- 
logical workups  that  are  killing  this  country.  We 
should  be  able  to  save  $200  to  $300  billion  if  we  could 
practice  effectively.  My  question  really  has  two 
parts:  one,  is  there  a  recognition,  among  those  here 
or  at  the  NIH,  that  a  failure  of  the  memory  base  sys- 
tem is  causing  the  lack  of  quality  in  the  American 
system  in  particular?  And,  two,  have  you  been  doing 
any  strategic  planning  or  anything  else  to  get  the  in- 
formation to  where  it  is  needed? 

A:  [Dr.  Holohan]  I  am  not  from  the  NIH,  but  I  should 
say  that  probably  the  two  reasons  for  the  existence  of  the 
new  Public  Health  Service  agency  to  which  I  am  as- 
signed are  precisely  those  reasons  you  have  talked 
about.  One  is  the  requirement  by  Congress  that  the 
agency  establish  a  series  of  clinical  practice  guidelines; 
the  second  is  to  conduct  research  on  patient  outcomes 
that  will  look  at  unexplained  variations  in  medical  prac- 
tice (for  example,  the  rates  of  hysterectomy  in  Tennes- 
see versus  Vermont  which  are  markedly  different  for  no 
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apparent  medical  reason)  and  to  provide  for  the  first 
time  large  data  sets  on  outcomes  as  a  result  of  treatment, 
not  using  surrogate  end  points,  ^le  test  of  the  outcome 
is  not  whether  tonsillectomies  can  safety  and  effectively 
be  completed,  but  what  happens  to  the  person  who  has 
had  a  tonsillectomy  versus  another  who  has  not.  Is  that 
person  any  better  off?  The  agency's  budget,  as  was 
mentioned  by  Dr.  Petersdorf,  is  only  $120  million, 
which  is  not  a  lot  of  money  in  terms  of  the  Federal  bud- 
get nor  of  Federal  health  research.  AHCPR  also  con- 
ducts health  services  research,  which  was  cited  by  both 
Drs.  Petersdorf  and  Scott,  as  an  activity  directly  related 
to  the  effectiveness  and  appropriateness  of  health  care. 

A:  [Dr.  Ferguson]  NIH  does  not  wish  to  be  perceived 
as  an  agency  regulating  medical  care,  but  we  feel  that 
over  the  years,  we  have  attempted  through  research  to 
do  just  what  you  have  suggested.  Originally,  we  did  this 
traditionally,  by  conducting  research  and  publishing 
findings.  About  1975,  Congress  decided  that  was  not 
sufficient  and  that  NIH  ought  to  be  involved  in  doing 
other  things  to  be  sure  that  those  "out  in  the  trenches"  are 
aware  of  what  has  come  from  research.  The  Office  of 
Medical  Applications  and  Research  at  the  NIH  was  de- 
veloped for  that  reason.  We  hold  consensus  conferences 
about  eight  times  each  year  to  weigh  these  issues  and 
provide  information  to  practicing  physicians  through 
wide  mailing  and  publication  in  the  Journal  of  the  Amer- 
ican Medical  Association  and  so  forth.  That  effort  has 
been  going  on  since  1978. 


This  is  not  sufficient  to  do  the  job  that  I  agree  needs  to 
be  done.  The  National  Library  of  Medicine  has  its  Med- 
line, as  you  know,  which  is  a  very  good  way  to  get  infor- 
mation we  all  use.  How  many  physicians  "out  in  the 
trenches"  are  using  this  source  of  information?  Maybe 
10-15  percent,  if  that.  The  National  Cancer  Institute  has 
the  PDQ  online  service  for  cancer  treatments.  So,  there 
are  a  number  of  things  that  we  try  to  do  to  inform  the 
health  care  community. 

I  have  the  feeling  that  they  are  not  adequate.  I  do  not 
know  if  the  NIH  itself  can  do  more.  We  are  trying.  The 
agency  hosting  this  conference  can  do  a  lot  more,  and 
NIH  works  with  AHCPR  to  look  at  Medicare  and 
CHAMPUS  evaluations.  So,  the  problem  is  real.  It  is 
big.  I  think  that  the  NIH  is  only  a  very  small  portion  of 
the  attempt  to  answer  it. 

Comment:  [Andrea  Thomas,  Cardiac  Pacemakers, 
St.  Paul,  MN]  I  represent  a  device  manufacturer.  I 
think  that  the  time  is  ripe  for  payers  and  manufac- 
turers to  have  some  dialogue  on  issues  of  study  de- 
sign for  overall  effectiveness  of  the  technology.  To 
give  you  an  example  of  that,  we  actually  have  a  study 
going  on  in  the  Netherlands  which  has  the  input  of 
the  Dutch  government  along  with  that  of  our  clinical 
investigators.  That  particular  protocol  is  a  random- 
ized trial  looking  at  the  appropriate  timing  of  device 
therapy  as  postmedical  management.  I  think  there  is 
some  open  mindedness  within  our  industry  to  begin 
looking  at  these  kinds  of  collaborative  studies. 
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Summary  -  Day  1 
Thomas  V.  Holohan,  M.D. 


We  have  discussed  whether  we  believe  that  every  per- 
son in  the  United  States  has  a  right  to  medical  care.  Is 
medical  care  a  right?  We  discussed  patient  autonomy, 
limitations  of  autonomy,  and  that  those  limitations  in 
some  instances  may  be  based  on  available  resources. 

Questions  were  raised  about  whether  patients  who  are 
seriously  ill  should  be  considered  in  a  somewhat  differ- 
ent light  from  patients  with  less  debilitating  or  intense 
illnesses.  We  heard  a  fairly  complete  description  of  the 
American  Bar  Association's  position  on  those  issues. 

With  regard  to  the  question  of  right  to  care,  we  were 
shown  data  that  indicate,  as  we  probably  all  suspected  or 
knew,  that  large  percentages  of  our  population  do  not 
have  access  to  either  adequate  or  basic  health  care,  let 
alone  state-of-the-art  care,  and  that  very  little  emphasis 
is  placed  on  preventive  medical  care.  As  was  pointed 
out,  it  is  likely  that  the  lack  of  preventive  services  will 
increase  the  long-term  cost  of  health  care. 

Some  interesting  themes  were  proposed  which  came 
from  several  different  sources.  One  of  these  themes 
concerned  a  task  force.  The  National  Institutes  of 
Health  and  the  American  College  of  Physicians,  as  well 
as  one  of  the  pharmaceutical  manufacturers,  talked 
about  the  utility  of  some  kind  of  systematic  structure 
that  could  facilitate  evaluation  of  the  effectiveness  of 
new  technologies,  services,  or  procedures.  All  of  the  in- 
dividuals who  proposed  this  concept  talked  about  the 
task  force  being  composed  of  both  governmental  and 
private  sector  individuals. 

The  pharmaceutical  manufacturers  stated  their  belief 
that  the  unlabeled  use  of  a  drug  already  approved  for 
marketing  by  the  Food  and  Drug  Administration  (FDA) 
is,  by  definition,  state-of-the-art  treatment,  although 
they  agreed  that  the  amount  of  scientific  evidence  sup- 
porting unlabeled  uses  varies.  The  treatment  investiga- 
tional new  drug  (IND)  concept  was  discussed  briefly  by 
the  FDA  representative.  Although  his  was  not  an  offi- 
cial FDA  position,  it  was  speculated  that  a  treatment 
IND  may,  in  fact,  represent  state-of-the-art  use,  at  least 
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state-of-the-art  as  classified  by  medical  practitioners  in 
the  medical  community  at  the  time  the  designation  is 
made. 

In  addition  to  the  concept  of  joint  task  force  evalua- 
tions, we  heard  that  more  emphasis  is  needed — particu- 
larly in  academic  medical  centers — on  the  concept  of 
health  services  research  and  that  such  research  is  likely 
the  best  approach  for  reaching  conclusions  on  effective- 
ness and  outcomes  for  individual  patients. 

A  proposal  was  made  on  how  to  construct  the  global 
review  process  in  almost  a  quasi-mathematical  manner 
based  on  the  quality  and  findings  of  evidence.  The  point 
was  made  that  the  process  of  a  new  service,  procedure, 
or  technology  going  from  experimental  to  accepted, 
proven,  state-of-the-art  treatment  is  in  fact  a  continu- 
um— an  analog  rather  than  a  digital  process.  Since  even 
on  a  case-by-case  basis  it  is  extremely  difficult  to  deter- 
mine precisely  when  that  point  has  been  reached,  a  pro- 
posal was  made  for  coverage  to  be  applied  on  a  provi- 
sional basis.  This  is  an  interesting  concept  that  we  may 
hear  more  about. 

There  was  some  discussion  of  liver  transplantation.  A 
few  points  need  elaboration.  The  Medicare  process  for 
determining  the  criteria  and  the  characteristics  of  indi- 
viduals for  whom  Medicare  will  cover  a  liver  transplant 
were  derived  based  on  published  objective  data. 

It  is  a  different  process  when  Medicare  determines 
how  much  it  will  pay  initially  for  a  particular  procedure. 
This  is  basically  an  actuarial  or  statistical  approach. 
When  this  was  first  proposed  to  the  expert  committee  as- 
sembled by  the  Health  Care  Financing  Administration 
(HCFA)  to  review  applications  for  certifications  of  liver 
transplant  centers,  the  office  that  is  charged  with  deter- 
mining the  actual  dollar  amount  of  coverage  pointed  out 
that  their  initial  computations  were  based  on  reports  of 
29  Medicare  patients,  all  of  the  Medicare  patients  who 
had  received  liver  transplants  in  the  previous  year.  Ob- 
jections were  made  by  some  practitioners  representing 
large  transplant  centers  that  29  was  not  an  adequate 
number  on  which  to  do  an  analysis.  The  committee  was 
informed  that  it  has  been  HCFA's  experience  that  with  a 
minimum  of  10  cases,  reasonably  reliable  cost  data  can 
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be  gathered  and  that  HCFA  believed  and  was  willing  to 
demonstrate  that  those  computations  based  on  29  cases 
would  be  unlikely  to  change  if  there  were  129  cases .  The 
argument  was  then  made  that  the  cost,  or  the  reimburse- 
ment level,  was  clearly  a  reflection  of  the  fact  that  most 
of  these  people  died  soon  after  entering  the  hospital,  thus 
reducing  costs.  In  fact,  none  of  them  died  in  the  hospital. 

Whether  the  criteria  Medicare  has  used  in  the 
past — for  example,  for  heart  transplantation — are  ap- 
propriate in  each  instance  is  difficult  to  determine.  I 
would  point  out,  however,  that  Medicare  has  made 
available  data  which  indicate — at  least  in  cardiac  trans- 
plantation— Medicare-certified  centers  that  perform 
cardiac  transplantations  have  a  significantly  improved 
survival  rate,  now  over  5  years.  Therefore,  whatever 
went  into  each  of  those  specific  criteria,  the  group  of  cri- 
teria as  a  whole  does  appear  to  be  related  to  outcome 
data,  at  least  up  until  now. 


In  the  next  session,  we  will  hear  from  representatives 
of  hospitals,  those  institutions  in  which  much  of  the  care 
we  are  concerned  with  is  given.  We  have  representa- 
tives of  the  American  Hospital  Association  and  the  Vol- 
untary Hospitals  of  America.  We  also  will  hear  the  Cap- 
itol Hill  perspective  and  the  payer's  perspective. 

We  could  speculate  on  the  significance  of  what  we 
have  been  discussing  based  on  some  election  results.  It 
has  not  missed  the  attention  of  anyone  here  that  a  rela- 
tive unknown  in  Pennsylvania,  whose  major  platform  in 
the  recent  election  was  health  care,  pulled  off  what  could 
be  described  as  a  rather  surprising  upset,  coming  from 
more  than  40  points  behind  in  the  polls.  Perhaps  the 
public  is  even  more  interested  than  we  believed  in  the  is- 
sues under  discussion  here. 


Users'  Perspective 

Henry  C.  Alder,  M.S.,  M.B.A. 


As  a  representative  of  the  American  Hospital  Associ- 
ation (AHA),  I  will  address  the  users'  perspective  re- 
garding the  distinction  between  experimental  and 
state-of-the-art  health  care  technologies.  The  AHA  rep- 
resents more  than  5,000  hospitals  in  the  United  States, 
primarily  acute,  short-term,  nonprofit  hospitals.  More 
than  40,000  hospital  managers  are  personal  members, 
and  5,000  other  health  care  professionals  are  individual 
members.  We  represent  a  majority  of  the  health  care 
providers  in  the  United  States. 

Before  describing  the  AHA's  perspective,  I  would  like 
to  review  why  we  are  participating  in  this  meeting.  In 
April,  the  AHA  received  an  invitation  to  discuss  the 
need  for  guidelines  for  determining  which  medical  pro- 
cedures and  technologies  should  be  considered  exper- 
imental or  investigational.  As  the  invitation  stated,  "At 
present  there  has  evolved  little  uniformity  in  the  criteria 
utilized  to  evaluate  the  investigational  nature  of  novel 
technologies.  Given  the  diversity  of  viewpoints  con- 
cerning the  designation  of  medical  technologies,  serv- 
ices or  procedures,  as  investigational  versus 
state-of-the-art  medical  care,  the  agency  proposes  to 
sponsor  a  working  conference  directed  toward  this 
question,  and  a  direct  exchange  of  information  and  ex- 
pert opinion  is  a  suitable  initial  step  toward  the  develop- 
ment of  a  consensus  on  this  issue." 

Thus,  we  are  here  to  share  opinions  and  begin  to  devel- 
op a  consensus  on  medical  technology  guidelines.  This 
is  our  opportunity  to  examine  many  different  points  of 
view,  including  the  perspective  of  hospitals. 

First  of  all,  I  want  to  emphasize  that  the  AHA  supports 
the  Senate  Appropriations  Committee  call  for  the  devel- 
opment of  guidelines  to  distinguish  experimental  and 
investigational  medical  technologies  from  accepted, 
state-of-the-art  medical  technologies.  We  agree  that  it 
would  be  of  great  benefit  to  health  care  providers  and 
practitioners,  as  well  as  health  care  insurers,  managed 
care  organizations,  and  medical  researchers,  to  have 
guidelines  as  to  which  medical  procedures  and  technol- 
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ogies  should  be  considered  investigational  or  exper- 
imental and  which  should  be  considered  state-of-the- 
art. 

Earlier  this  year,  the  American  Hospital  Association 
made  public  its  proposal  for  a  strategy  to  reform  health 
care  in  the  United  States.  This  strategy,  which  was  de- 
veloped as  a  starting  point  for  debate  and  discussion,  is 
based  on  AHA's  goal  for  health  care  reform  in  the  United 
States:  to  ensure  that  all  Americans  have  access  to  af- 
fordable health  care,  including  preventive  services. 

The  AHA's  National  Health  Reform  Strategy  aims  to 
achieve  value  in  health  care  by  helping  providers  and 
practitioners  manage  and  coordinate  care  to  provide  the 
appropriate  care  at  the  appropriate  level  and  cost.  To 
achieve  this,  the  AHA  calls  for  providers  and  practitio- 
ners to  be  held  accountable  for  the  appropriate  use  of  re- 
sources, including  medical  technology. 

Providers  and  practitioners  should  ensure  that  appro- 
priate high-quality  care  is  delivered  in  a  cost-effective 
manner  and  setting  and  that  care  is  coordinated  across 
the  full  range  of  services  and  over  time.  To  do  so,  how- 
ever, requires  the  development  of  medical  practice 
guidelines  and  the  initiation  of  a  more  rational  approach 
to  the  diffusion  of  medical  technology. 

We  have  been  told  that  medical  technologies  are  being 
introduced  every  day.  This  is  absolutely  correct.  An  ex- 
ample of  the  current  situation  is  a  Wall  Street  Journal  re- 
port that  a  new,  expensive  medical  technology  will  be 
used  in  every  hospital  within  the  next  30  to  45  days,  fol- 
lowing Food  and  Drug  Administration  (FDA)  final  ap- 
proval. 

The  article,  entitled  "A  Dose  of  Reality:  Costly  Bio- 
tech Drugs  Will  Pose  Hard  Choices  for  U.S.  Health 
Care"  (Nov.  5,  1991,  pp.  Al,  A8),  describes  how  Cen- 
toxin,  a  recombinant  DNA  product,  has  proved  to  be 
useful  in  treating  patients  suffering  from  gram-negative 
sepsis,  a  form  of  septic  shock.  On  FDA  approval,  the 
drug  is  expected  to  cost  $3,000  to  $4,000  a  dose.  Up  to 
400,000  patients  each  year  are  treated  for  sepsis,  but 
only  1  in  4  can  be  helped  by  this  drug.  If  Centoxin  were 
administered  to  all  400,000  septic  shock  patients,  about 
$1 .5  billion  would  be  spent  on  these  patients.  Since  it  is 
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difficult  to  determine  which  septic  shock  patients  are 
suffering  from  gram-negative  sepsis,  hospitals  would  be 
spending  at  least  $1  billion  on  patients  who  could  not  be 
helped  by  Centoxin. 

According  to  Ron  Winslow,  the  author  of  the  article, 
before  it  is  even  on  the  U.S.  market,  Centoxin  is  being 
decried  by  some  as  a  budget  buster  and  is  reshaping  the 
debate  over  the  costs  and  benefits  of  medical  technolo- 
gy. In  a  market  crowded  with  expensive  treatments,  few 
have  spotlighted  so  starkly  the  host  of  thorny  clinical, 
economic,  and  ethical  issues  facing  the  U.S.  health  care 
system. 

The  article  concludes,  "All  of  this  portends  a  turbulent 
reception  for  a  rich  pipeline  of  other  new  biotechnology 
products  expected  to  reach  the  market  in  the  1990s. 
Centoxin  is  among  21  biotech  products  awaiting  ap- 
proval at  the  Food  and  Drug  Administration. 
Twenty-five  more  are  near  the  end  of  clinical  trials. 
Most  represent  important  advances  for  heart  disease, 
cancer,  neurological  diseases  or  other  ailments." 

Centoxin  is  a  prime  reason  for  the  AHA's  calling  for 
the  development,  dissemination,  and  use  of  guidelines 
on  new  and  existing  health  care  technologies  and  spe- 
cialized services.  Such  guidelines  would  provide  practi- 
tioners and  hospitals  with  the  information  they  need  to 
make  appropriate  decisions.  Clarifying  which  proce- 
dures are  appropriate  in  given  situations  and  then  pro- 
viding information  on  provider  performance  is,  the 
AHA  believes,  the  most  effective  way  to  stimulate 
greater  cost  effectiveness  in  the  delivery  of  health  care 
without  sacrificing  quality  or  constructing  monolithic 
regulatory  structures. 

To  develop  appropriate  guidelines  and  a  rational  diffu- 
sion process,  we  need  to  reduce  the  variability  in  distin- 
guishing investigational,  experimental,  and  state-of- 
the-art  technologies.  From  a  practical  standpoint,  ex- 
perimental and  investigational  technologies  are  those 
modalities,  procedures,  or  services  that  are  still  under- 
going research  or  clinical  trials,  respectively.  Informa- 
tion regarding  their  safety,  efficacy,  and  costs  may  be 
limited  to  a  few  studies  and  one  or  more  reports  pub- 
lished in  established  peer  review  journals.  In  other 
words,  investigational  and  experimental  technologies 
are  not  considered  generally  accepted  medical  practice. 
They  are  not  widely  used,  nor  are  they  covered  for  reim- 
bursement. 

Conversely,  medical  technologies  that  have  been 
adopted  by  a  large  number  of  practitioners  are  likely  to 
be  considered  "generally  accepted"  or  "prevailing  med- 
ical practice"  or  "state-of-the-art."  Because  of  their 
widespread  use  and  frequent  provider  and  practitioner 
requests  for  reimbursement,  they  are  generally  covered. 


Although  the  terms  "experimental,"  "investigational," 
and  "state-of-the-art"  are  themselves  quite  clear,  it  is 
still  difficult  to  determine  at  what  point  a  medical  tech- 
nology makes  the  transition  from  experimental  or  inves- 
tigational to  state-of-the-art.  Most  hospitals  recognize 
an  emerging  technology  as  state-of-the-art  care  when  it 
becomes  covered  for  reimbursement.  Proven  clinical  ef- 
fectiveness, however,  not  coverage  decisions,  should  be 
the  primary  criterion  for  distinguishing  experimental 
from  state-of-the-art  technologies. 

In  addition  to  definitional  difficulties,  hospitals  are 
faced  with  competing  pressures  on  whether  to  use  or  re- 
frain from  using  new  technologies.  Patients,  for  exam- 
ple, want  access  to  high-quality  care  that  is  paid  for  by 
third  parties.  Practitioners  want  to  provide  their  patients 
with  high-quality  care  and  use  the  latest  medical  tech- 
nology, and  they  want  to  be  paid  for  their  services.  They 
also  want  to  avoid  making  clinical  decisions  that  might 
result  in  future  legal  action.  Payers  wish  to  control  pay- 
ments and  ensure  they  do  not  pay  for  inappropriate  care. 
Our  current  system  does  not  promote  a  balance  of  these 
legitimate  yet  competing  interests. 

We  recommend  bringing  rationality  to  the  medical 
technology  diffusion  process  by  incorporating  into  it  an 
information  feedback  loop  on  the  appropriate  use  of 
medical  technology.  The  individual  stakeholders  (hos- 
pitals, patients,  practitioners,  payers,  etc.)  frequently 
have  insufficient  information  to  make  wise  decisions. 
To  deliver  appropriate  care,  physicians  and  hospitals 
need  timely  information  about  emerging  as  well  as 
state-of-the-art  medical  technology. 

To  gather  enough  information  for  orderly  technology 
diffusion,  we  propose  that  a  conditional  coverage  pro- 
cess be  established  for  selected  emerging  technologies. 
With  this  process,  technologies  that  are  experimental  or 
investigational  would  be  conditionally  covered.  Those 
practitioners  and  providers  who  participated  in  condi- 
tional coverage  would  be  obligated  to  make  their  results 
available  to  receive  reimbursement. 

Such  a  process  would  improve  the  presently  frag- 
mented base  of  medical  technology  information  and 
make  possible  an  orderly  progression  to  diffusion.  For 
example,  participants  would  submit  clinical  data  to  an 
independent,  private  agency  charged  with  collecting 
and  reviewing  this  information.  This  agency,  made  up 
of  hospitals,  physicians,  businesses,  and  payers,  would 
report  and  publish  the  clinical  outcomes  obtained  by 
providers  using  selected  technologies.  The  published 
data  could  be  used  by  medical  specialty  societies  to  de- 
velop guidelines  for  applying  the  new  technology  in  the 
appropriate  setting  and  at  the  appropriate  level.  These 
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guidelines  could  also  be  used  to  make  interim  or  final 
coverage  decisions. 

A  conditional  coverage  process  would  not  only  con- 
solidate information  on  medical  technology,  but  also 
make  our  present  system  of  technology  diffusion  more 
rational  and  help  balance  the  competing  interests  of  pa- 
tients, practitioners,  providers,  and  payers.  The  infor- 
mation would  help  to  distinguish  experimental  and  in- 


vestigational medical  technologies  from  accepted, 
state-of-the-art  medical  technologies.  It  would  also  help 
in  the  development  of  medical  practice  guidelines.  Con- 
ditional coverage  could  be  extended  to  established  med- 
ical technologies  to  determine  whether  they  are  still 
state-of-the-art.  Such  a  process,  however,  will  succeed 
only  if  all  the  stakeholders  support  it  and  it  is  free  of  reg- 
ulatory mandates  or  planned  technology  diffusion. 
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Voluntary  Hospitals'  Perspective 
Keith  A.  Harville 


The  title  of  this  conference  implies  that  we  are  dealing 
with  two  distinct  entities  that  are  not  compatible — ex- 
perimental technologies  and  state-of-the-art  technolo- 
gies— locked  in  a  struggle  to  the  end  with  only  one  to 
emerge  the  winner.  If  that  were  the  case,  we  could  have  a 
great  debate  on  this  topic  with  the  most  gifted  orator 
emerging  victorious. 

I  do  not  believe  this  is  a  black  and  white  topic.  I  believe 
this  is  a  mostly  gray  topic.  My  perspective,  and  I  believe 
that  of  many  hospitals  and  health  care  practitioners,  is 
that  there  is  a  flow  from  experimental  technologies  into 
state-of-the-art  technologies.  It  is  the  continuum  that 
ebbs  and  flows  with  each  scientific  breakthrough  and 
each  clinical  setback. 

Perhaps  this  dilemma  could  be  solved  by  turning  to 
Mr.  Webster.  He  describes  experimental  as  "the  process 
of  testing  under  controlled  conditions  in  order  to  discov- 
er an  unknown  effect  or  law."  On  the  other  hand, 
state-of-the-art  is  the  level  of  development  reached  at 
any  particular  time,  especially  as  it  relates  to  a  device, 
procedure,  process,  technique,  or  science  and  usually  as 
a  result  of  modem  methods.  On  the  surface,  there  does 
not  appear  to  be  any  incompatibility  here;  once  the  ex- 
periment is  successful  and  can  be  duplicated  in  multiple 
settings,  it  is  the  new  level  of  development  which  makes 
it  state-of-the-art. 

So  why  are  we  spending  2  days  poking  at  this  topic 
from  every  aspect?  Perhaps  the  U.S.  health  care  envi- 
ronment was  not  considered  when  these  definitions 
were  set  down.  In  this  environment,  when  the  exper- 
imental phase  is  completed,  technology  does  not  auto- 
matically become  state-of-the-art.  There  is  a  chasm 
which  must  be  traversed  for  experimental  technologies 
to  achieve  state-of-the-art  status.  This  chasm  is  filled 
with  such  creatures  as  Food  and  Drug  Administration 
(FDA)  review,  opinion  leaders,  peer  reviewed  papers, 
manufacturers'  sales  representatives,  and  reimburse- 
ment. For  hundreds  of  medical  technology  companies, 
state-of-the-art  is  a  goal  so  worthy  of  pursuit  that  they 
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are  willing  to  spend  millions  of  dollars  and  many  years 
dealing  with  these  creatures  before  they  reach  the  other 
side. 

In  health  care,  state-of-the-art  is  often  in  the  eyes  of  the 
beholder  (practitioner).  It  is  his  or  her  perspective  of 
state-of-the-art  in  context  with  each  patient's  needs 
based  on  the  clinical  picture,  technology  available,  re- 
imbursement, and  liability.  Overlay  that  with  the  fact 
that  not  all  clinicians  view  technology  in  the  same  way. 
There  are  those  who  are  early  adopters,  a  middle  major- 
ity, and  late  or  never  adopters.  The  challenge  for  hospi- 
tals is  to  know  when  to  follow  the  early  adopters  while 
avoiding  the  closet  full  of  skeletons  that  can  result  from 
blindly  following  their  lead.  At  the  Voluntary  Hospitals 
of  America  (VHA),  we  are  helping  our  hospitals  find 
their  way  through  this  maze  with  our  technology  devel- 
opment program.  Although  I  will  be  discussing  VHA's 
approach  to  this  question,  I  know  several  other 
not-for-profit  alliances  are  also  addressing  these  issues. 

VHA  was  founded  in  1977  by  30  shareholder  hospi- 
tals. Today,  more  than  660  service-oriented, 
not-for-profit  hospitals  and  their  more  than  190  affili- 
ates are  working  together  to  meet  the  needs  of  their  com- 
munities with  excellence  in  patient  care  and  leadership 
in  service.  The  mission  of  VHA  has  remained  basically 
unchanged  from  its  early  days  to  promote  the  collabora- 
tion of  selected  health  care  providers  committed  to  com- 
mon values,  community  service,  and  appropriate,  acces- 
sible, and  cost-effective  care.  VHA  seeks  to  provide 
competitive  advantage  to  its  hospitals  through  programs 
that  improve  quality  and  efficiency. 

VHA  provides  the  management  structure  for  the  al- 
liance and  makes  key  services  available  to  its  member 
hospitals,  such  as: 

•  Product  procurement  through  supply  chain  manage- 
ment 

•  Communications 

•  Managed  care 

•  Managed  information  transfer 

•  Public  policy 
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The  technology  development  program  of  VHA  was 
put  in  place  to  provide  early  access  to  leading-edge  diag- 
nostic and  therapeutic  technologies  for  the  VHA  mem- 
ber hospitals  and  their  medical  staffs  so  that  they  can 
stay  at  the  forefront  in  providing  new  medical  technolo- 
gies to  their  communities.  VHA's  technology  develop- 
ment program  consists  of  a  process  and  the  tools  to  man- 
age that  process  in  four  general  areas — technology 
sourcing,  technology  assessment,  agreement  develop- 
ment, and  agreement  implementation. 

Technology  sourcing  can  be  either  proactive  or  reac- 
tive, and  I  will  explore  the  differences  between  those 
two  approaches.  The  real  key  to  success  in  technology 
sourcing,  however,  is  our  technology  development  data 
base.  The  technology  data  base  consists  of  18  interrela- 
tional  data  bases  incorporating  information  on:  emerg- 
ing technologies  and  the  potential  medical  applications 
of  those  technologies,  diseases,  procedures  by  type  and 
specialty  area,  and  the  companies  developing  new  medi- 
cal technologies.  Maintaining  the  data  base  with  cur- 
rent, accurate  information  is  a  major  challenge,  and  the 
data  base  continues  to  grow  and  expand  on  a  daily  basis. 
To  date,  we  have  over  5,500  records  on  70  different  tech- 
nologies and  some  500  applications  of  those  technolo- 
gies, 250  disease  or  procedure  codes  and  their  incidence, 
and  more  than  230  companies  developing  emerging 
medical  technologies.  A  variety  of  source  documents 
are  used  to  input  information  into  the  data  base  includ- 
ing: technical  journals,  government  and  association  re- 
ports, company  annual  reports,  company  business 
plans,  published  analyses  of  health  care  markets  and 
technologies,  biomedical  business  conferences,  market 
analysis  reports,  and  national  help  line  resources. 

We  use  two  approaches  to  technology  sourcing;  one  is 
proactive  and  the  other  reactive.  In  proactive  sourcing, 
we  use  the  technology  data  base  as  our  primary  tool  by 
probing  the  data  base  for  diseases  and/or  procedures  by 
incidence,  identifying  those  that  have  the  greatest  im- 
pact on  our  hospitals.  We  then  probe  the  data  base  for 
the  technologies  and  applications  of  those  technologies 
applying  to  the  diseases,  procedures,  or  medical  special- 
ties of  interest.  We  seek  clinical  input  to  help  us  identify 
those  technology  applications  that  seem  to  be  on  the 
right  track  from  a  clinical  perspective.  Based  on  the 
applications,  we  use  the  data  base  to  identify  the  com- 
panies that  are  developing  applications  and  proceed  to 
an  initial  company  review.  The  initial  company  reviews 
evaluate  information  gained  from  annual  reports,  busi- 
ness plans,  and  onsite  company  visits  to  gain  informa- 
tion on  products,  competitive  position,  markets  and  in- 
dications being  pursued,  the  regulatory  process  and 
clinical  trial  status,  financial  status,  and  references  on 
the  company  including  venture  capitalists  and  clinical 


investigators.  At  that  point,  we  decide  whether  to  move 
forward  into  the  next  phase  of  the  process. 

The  other  mode  of  technology  sourcing  is  reactive. 
The  difference  is  that  here  we  are  being  approached  by  a 
new  technology  company  that  has  learned  about  our 
technology  development  program  and  is  exploring  the 
opportunities  that  may  exist  through  our  program,  or  we 
are  approached  by  a  venture  capital  company  who  be- 
lieves there  is  a  fit  between  our  program  and  one  of  the 
companies  in  which  they  are  invested.  If,  based  on  that 
initial  contact,  it  appears  there  could  be  a  fit  for  that  com- 
pany and  its  technology,  we  probe  the  data  base  to  deter- 
mine the  size  of  the  potential  opportunity  based  on  the 
targeted  procedure  or  disease  state  and  look  at  what  oth- 
er technologies  are  being  applied  to  that  disease,  as  well 
as  other  companies  developing  the  same  or  similar  tech- 
nologies. There  may  also  be  a  window  of  opportunity  to 
consider  depending  on  the  state  of  development  of  the 
company  and  their  FDA  status.  We  then  move  into  the 
initial  company  review  and  decide  whether  to  move  for- 
ward into  the  next  phase. 

The  second  phase  in  the  process  is  to  perform  an  in- 
depth  technology  and  company  assessment,  basically 
looking  at  three  general  parameters — benefits,  technical 
review,  and  company  review.  In  the  benefits  area,  we 
apply  the  opportunity  being  considered  against  our  hos- 
pital benefits  screen  which  evaluates  the  potential  im- 
pact this  technology  will  have  on  the  hospital.  We  esti- 
mate this  in  four  different  areas:  market  size,  financial 
and  productivity  impact,  marketing  benefits,  and  patient 
outcomes.  We  are  also  looking  at  the  benefits  to  VHA 
from  a  sales  and  revenue  potential  and  where  this  tech- 
nology might  fit  in  our  technology  development  pro- 
gram pipeline.  At  this  point,  we  make  a  decision  on 
whether  to  continue  to  move  forward. 

The  technology  is  assessed  by  gaining  input  from  the 
VHA  supply  company  advisory  councils  in  laboratory, 
pharmacy,  and  nursing  if  it  is  a  technology  that  would 
impact  one  of  those  groups.  We  also  have  committees  of 
physicians  in  different  specialties  from  VHA  hospitals 
who  provide  clinical  input  on  new  technologies  in  their 
specialties.  If  we  do  not  have  the  resources  internally  or 
through  our  hospitals  to  evaluate  a  new  technology,  we 
hire  an  outside  expert  to  do  the  technical  phase.  Again, 
at  the  end  of  the  technology  assessment,  we  decide 
whether  to  continue  to  pursue  the  opportunity.  Then  we 
review  the  company  by  assessing  its  business  plan,  man- 
agement strength  on  the  business  side,  management 
strength  in  research  and  development,  and  financial  re- 
sources and,  if  it  still  seems  to  be  a  viable  opportunity, 
decide  to  move  forward. 

The  third  phase  in  the  process  is  agreement  develop- 
ment. At  this  point,  the  sourcing  and  assessment  phases 
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have  been  completed,  and  we  have  identified  a  company 
with  which  we  would  like  to  develop  a  technology  de- 
velopment agreement.  The  first  step  in  that  process  is  to 
probe  the  company's  needs  for  VHA  resources,  which 
allows  us  to  structure  a  proposal  for  a  working  relation- 
ship that  will  be  specific  to  the  company's  needs.  Re- 
sources available  through  VHA  that  may  be  attractive  to 
a  company  developing  new  medical  technologies  are: 
promotion,  clinical  initiatives,  marketing,  consultation, 
distribution,  sales,  and  education.  Normally,  the  com- 
pany will  respond  to  the  proposal  by  negotiating  on  sev- 
eral of  the  points,  and  the  process  will  end  in  a  signed 
agreement  covering  our  working  relationship. 

Agreement  signature  moves  us  into  the  fourth  and  final 
phase  of  our  process:  agreement  implementation.  At 
this  point,  a  product  manager  is  assigned  to  implement 
the  agreement.  The  product  manager  manages  the 
agreement  by  holding  implementation  meetings  with 
the  key  individuals  responsible  for  delivering  the  re- 
sources that  have  been  committed  to  the  new  technology 
company  and  is  responsible  for  that  agreement  through 
product  launch  and  for  the  term  of  our  agreement. 

In  summary,  it  is  very  important  from  the  voluntary 
hospitals'  perspective  to  tap  into  whatever  resources  are 
available  to  follow  the  progress  of  experimental  tech- 
nologies being  developed  that  potentially  could  have  an 
impact  on  the  hospitals'  operations  in  the  next  5-10 
years.  It  is  also  very  important  for  hospitals  to  be  able  to 
identify  when  those  experimental  technologies  have  be- 
come state-of-the-art — that  is,  at  what  point  they  must 
be  offering  those  technologies  to  deliver  the  quality  and 
service  demanded  by  their  patients  and  physicians. 

The  obstacles  to  hospitals'  incorporating  new  medical 
technologies,  even  though  clinically  the  technology  is 
ready  to  move  from  experimental  into  state-of-the-art, 


are  primarily  FDA  approval  and  reimbursement  ap- 
proval. The  FDA,  which  has  a  noble  mission  of  protect- 
ing the  public  from  potential  harm,  must  realize  that  the 
bureaucratic  process  put  in  place  to  accomplish  that  also 
has  the  potential  to  harm.  When  technologies  with  the 
potential  to  improve  quality  of  life,  reduce  hospitaliza- 
tions, reduce  recovery  time  and  complications,  and  in 
some  cases,  save  lives  take  years  to  get  through  the  ap- 
proval process,  it  begs  the  question,  "Who  is  protecting 
the  public  from  the  FDA?"  Once  FDA  approval  is  re- 
ceived, the  technology  still  will  not  become  state-of-the- 
art  until  there  has  been  widespread  approval  for  its  reim- 
bursement— a  haphazard,  time-consuming  process  at 
best  and  again,  as  with  the  FDA,  patients  who  could 
benefit  from  these  technologies  are  the  innocent  vic- 
tims. 

The  Voluntary  Hospitals  of  America  has  put  in  place  a 
program,  the  technology  development  program,  to  help 
our  member  hospitals  gain  access  to  experimental  and 
state-of-the-art  technologies  by: 

•  Bringing  additional  clinical  trials  to  VHA  hospitals; 

•  Providing  the  hospitals  with  a  competitive  technolo- 
gy advantage  that  attracts  patients,  physicians,  and 
health  care  workers; 

•  Helping  VHA  hospitals  to  incorporate  new  technol- 
ogies that  will  reduce  length  of  stay/costs  and/or  im- 
prove productivity/efficiency  in  their  clinical  prac- 
tice; 

•  Providing  early  access  to  those  technologies  that  will 
improve  patient  outcomes; 

•  Providing  the  educational  programs  necessary  for 
the  successful  incorporation  of  these  technologies 
into  clinical  practice;  and 

•  Developing  new  sources  of  revenue  for  VHA. 
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Capitol  Hill  Perspective 
Michael  Hash 


Members  of  the  Subcommittee  on  Health  and  the  En- 
vironment, Committee  on  Energy  and  Commerce,  of  the 
House  of  Representatives  are  supportive  of  efforts  to 
commit  resources  in  the  public  sector  that  will  support 
more  effective  evaluation  of  both  new  technologies  and 
advancements  in  clinical  care.  In  particular,  they  would 
like  to  see  such  activities  considered  in  the  larger  context 
of  the  benefits,  risks,  and  costs  associated  with  advance- 
ments in  health  and  clinical  care.  The  idea  for  creation 
and  authorization  of  the  Agency  for  Health  Care  Policy 
and  Research  ( AHCPR),  the  sponsor  of  this  conference, 
originated  in  large  part  in  our  Subcommittee.  We  are 
following  the  work  of  this  agency  closely  and  with  a 
great  deal  of  interest. 

My  intent  is  not  to  present  a  technical  treatise  but  rather 
to  make  a  plea  that,  to  the  extent  possible,  decisions 
about  the  particular  merits  of  technologies  or  advance- 
ments in  health  care  ought  not  to  be  made  as  part  of  the 
political  decisionmaking  process.  Far  too  often,  the 
Congress,  at  least  in  my  own  view,  has  been  brought  in 
to  become  the  judge  for  the  approval,  advancement,  or 
application  of  a  very  sophisticated  medical  care  technol- 
ogy. Frequently,  it  does  not  make  the  wisest  and  most 
appropriate  decisions.  As  a  general  rule,  the  capabilities 
and  training  of  individuals  in  or  associated  with  the  leg- 
islative branch  do  not  qualify  them  to  make  these  kinds 
of  judgments  and  decisions. 

There  is  widespread  recognition  in  the  Congress  of  the 
impact  that  new  technologies  and  advancements  in  care 
have,  not  only  on  the  delivery  of  health  care  services  in 
this  country,  but  also  on  the  resources  and  budget 
applied  to  support  public  financing  programs  that  pro- 
vide access  to  health  care  services  for  millions  of  Ameri- 
cans. 

The  purpose  of  my  remarks  is  to  present  some  sense  of 
the  Congress'  views  on  some  of  the  issues  being  ad- 
dressed during  this  meeting,  issues  that  deal  with  how  to 
evaluate  and  manage  the  dissemination  of  new  technol- 
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ogies  and  advancements  in  care.  I  want  to  offer  some 
very  general  comments  about  the  mood  in  the  Congress 
concerning  the  health  care  delivery  system  and  then  dis- 
cuss what,  in  my  opinion,  will  be  some  future  Congres- 
sional actions  that  could  influence  technology  assess- 
ment; coverage  decisionmaking,  at  least  in  the  public 
programs;  and  financing  for  these  new  advancements. 

There  is  no  question  that  health  care  policy  con- 
cerns— particularly  financing  of  health  care  serv- 
ices— are  demanding  more  and  more  attention  in  the 
committees  of  the  Congress.  To  cite  an  obvious  exam- 
ple, there  was  a  political  contest  in  the  State  of  Pennsyl- 
vania in  which  the  prevailing  candidate  made  quite  a 
point  of  advancing  the  notion  that  we  should  establish  a 
national  health  care  program  in  this  country,  and  that 
gentleman  won  the  race  by  a  very  substantial  margin. 

Whether  that  means  the  voters  of  Pennsylvania  are 
harbingers  of  the  views  of  the  broader  American  public 
remains  to  be  seen,  but  there  is  no  question  that  the  pace 
of  and  priority  for  health  care  financing  reform  have 
quickened  in  the  Congress.  It  is  fair  to  say  that  we  are 
likely  to  see  over  the  next  several  years  some  rather  fun- 
damental changes,  or  health  care  reform  as  it  is  more 
commonly  called.  Obviously,  Federal  resources  for  fi- 
nancing health  care  continue  to  expand.  Funds  from  the 
public  sector  now  account  for  over  40  percent  of  all  fi- 
nancing for  health  care  services,  so  it  is  not  surprising 
that  there  is  considerable  interest  in  what  is  happening  in 
this  sector  of  our  economy. 

It  is  also  fair  to  say  that  the  impact  of  advancements  in 
technologies  and  care  is — particularly  and  singular- 
ly— an  important  factor  in  influencing  the  rate  of  in- 
crease in  health  care  expenditures.  Therefore,  coming  to 
grips  with  the  management,  analysis,  and  evaluation  of 
these  advancements  is  one  of  the  primary  objectives  of 
any  kind  of  health  care  reform  legislation  that  might  be 
under  consideration.  In  addition,  the  access  to  health 
care  problem  in  this  country  and  the  cost  of  health  care 
are  inextricably  entwined,  at  least  in  the  view  of  policy- 
makers, meaning  that  any  sort  of  progress  in  this  area  is 
likely  to  involve  important  changes  in  how  people  gain 
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access  to  health  care  services  and  how  we  pay  for  those 
services. 

Access  issues  are  being  debated  broadly  during  this 
health  care  reform  discussion  in  Congress,  and  there  is 
significant  disagreement  among  policymakers.  Many 
believe  that  we  should  proceed  with  health  care  reform 
in  the  direction  that  builds  on  our  present  and  long  expe- 
rience with  job-based  private  health  insurance  supple- 
mented by  public  financing  programs  for  the  elderly,  the 
poor,  and  those  outside  of  the  workforce. 

An  increasing  number  of  members  of  Congress  be- 
lieve we  should  largely  scrap  this  system  and  install  a 
single-payer  public  health  financing  program,  either  ad- 
ministered directly  by  the  Federal  Government  or  under 
a  series  of  private  contracts.  That  is  the  debate  we  hear 
about  most  often — the  single-payer  versus  multi- 
ple-payer health  reform  proposals. 

Access  and  how  to  provide  it,  however,  are  only  one 
side  of  the  coin  in  this  debate;  cost  control  is  an  equally 
contentious  issue.  There  is  a  vigorous  debate  about  how 
we  should  manage  and  allocate  our  resources  for  health 
care  services.  Once  again,  there  are  several  schools  of 
thought.  First,  there  is  the  view  that  we  should  put  an  an- 
nual limit  on  our  expenditures  for  health  care  services, 
and  proponents  believe  that  over  time,  the  annual  limit 
ought  to  reach  a  level  that  approximates  growth  in  the 
rest  of  our  economy,  since  the  rate  of  growth  in  health 
care  spending  is  obviously  accelerating  much  faster 
than  the  rate  of  growth  in  the  rest  of  our  economy. 

On  the  other  hand,  there  are  those  who  believe  we  do 
not  have  the  right  tools — that  is,  the  right  information 
base — on  which  to  make  a  prospective  decision  about 
the  level  of  resources  that  should  be  applied  to  health 
care  in  this  country.  They  believe  we  would  be  foolish 
and  perhaps  inflict  considerable  harm  if  we  were  to  pro- 
ceed down  that  path.  They  suggest  that  we  should  put 
into  place  a  rate-setting  mechanism  that  would  apply  not 
only  in  public  programs  but  also  to  private  purchasers  of 
health  care  benefits.  The  so-called  "all-payer"  approach 
to  cost  containment  does  not  give  us  any  particular  as- 
surance or  predictability  about  where  we  will  end  up  in 
aggregate  health  care  expenditures  because  aggregate 
expenditures  are  the  product  of  what  we  pay  for  services 
plus  how  many  services  we  actually  provide. 

In  addition,  some  think  we  might  not  need  either  of 
these  approaches,  but  instead  that  we  need  to  isolate  and 
remove  from  the  present  system  the  growing  adminis- 
trative costs  that  have  been  the  target  of  much  criticism 
in  the  recent  analyses  of  health  care  financing  in  this 
country.  Estimates  abound — which  may  or  may  not  be 
valid — that  from  $60  to  $100  billion  per  year  are  ex- 
pended for  what  some  believe  are  unnecessary  adminis- 
trative costs  in  our  present  health  care  financing  system. 


If  we  could  eliminate  much  of  these  administrative 
costs,  we  would  have  ample  resources  to  meet  the  needs 
of  all  of  our  population.  We  don't  have  reliable  data  on 
how  much  we  could  save,  and  there  is  no  assurance  that 
any  future  health  care  financing  scheme  would  not  con- 
tinue to  incur  substantial  administrative  costs.  I  don't 
mean  to  imply  that  there  are  not  a  great  deal  of  econo- 
mies and  efficiencies  that  could  be  achieved  if  we  had  a 
more  rational  and  well-managed  health  care  delivery 
system. 

In  my  view,  movement  on  these  broad  health  care  re- 
form policy  issues  will  probably  turn  on  whether  there 
can  be  agreement,  at  least  among  policymakers  and  ulti- 
mately on  the  part  of  the  public,  about  how  to  distribute 
the  financing  burden  of  health  care  delivery  in  this  coun- 
try and  how  to  control  the  rate  of  growth  in  expenditures. 
That  first  issue — how  to  distribute  the  financing  bur- 
den— has  been  taken  up  by  Henry  Aaron1  at  the  Brook- 
ings Institution  in  a  book  that  deals  with  our  health  care 
financing  and  delivery  system.  He  makes  the  point  that, 
apart  from  all  the  health  policy  issues  associated  with 
the  health  reform  debate,  there  is  this  significant  issue  of 
income  redistribution.  Most  politicians  who  have  given 
any  thought  to  the  risks  associated  with  fundamental  re- 
form have  identified  the  potential  risks  of  changing  the 
financing  burden  on  individuals  as  probably  the  biggest 
and  most  difficult  challenge  of  the  health  care  reform 
debate. 

With  regard  to  a  means  for  distinguishing  experimen- 
tal advancements  in  health  care  delivery  from 
state-of-the-art  care,  this  issue  has  been  discussed  in  the 
public  policy  arena  for  a  number  of  years.  There  have 
been  many  attempts  in  various  guises  to  address  this  top- 
ic. Ample  evidence  shows  that  technology  and  related 
advancements  in  clinical  care  are  responsible  for  a  sig- 
nificant portion  of  the  growth  in  health  care  expendi- 
tures, generally  estimated  at  about  25  percent  of  the  an- 
nual increases  in  health  care  costs.  In  the  case  of  ad- 
vancements in  care  that  are  not  within  the  purview  of  the 
Food  and  Drug  Administration  (FDA),  some  have  sug- 
gested we  should  have  a  more  rigorous  evaluation  pro- 
cess for  new  procedures,  techniques,  and  approaches  to 
the  treatment  of  illness  and  disease  which  become  avail- 
able through  research  and  experience  in  the  health  care 
delivery  system.  Others  think  we  should  expand  the 
mandate  of  the  FDA  to  address  more  directly  the  kinds 
of  questions  being  discussed  in  this  forum.  Suggestions 
have  also  been  made  that  we  set  up  a  national  clearing- 
house for  the  evaluation  of  technology  and  new  proce- 
dures, by  expanding,  for  example,  the  agenda  of  the 
AHCPR,  or  by  identifying  a  new  site — outside  of  Gov- 
ernment, but  with  public  and  private  support — to  take 
up  these  questions. 
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Others  believe  that,  as  a  result  of  the  recent  decisions 
by  the  Congress  to  expand  significantly  resources  in  the 
area  of  medical  care  evaluation  and  the  development 
and  dissemination  of  clinical  practice  guidelines,  this 
process  has  a  larger  context  and  incorporates  consider- 
ations that  are  much  more  appropriately  suited  to  ad- 
dress the  issue  of  when  advancements  in  care  ought  to 
move  from  the  experimental  stage  into  general  applica- 
tion. 

It  should  be  clear  to  everyone  that  evaluation  and  judg- 
ments about  the  appropriateness  and  effectiveness  of 
technology  and  procedures  should  not  be  a  function  of 
the  political  process.  In  my  view,  Congress  has  been  far 
too  willing  to  step  in  at  the  request  of  various  parties  and 
settle  questions  about  the  use  of  technology,  at  least 
within  the  context  of  the  public  financing  programs,  but 
frequently  those  decisions  carry  over  and  are  followed 
by  private  purchasers  as  well.  I  am  appalled  at  the  extent 
to  which  statutory,  legal  language  describes  a  host  of 
very  technical  and  clinical  kinds  of  judgments  about 
coverage  and  payments  that  are  far  beyond  the  role  that 
law  and  public  policy  were  designed  and  intended  to 
play. 

My  own  view  is  that  Congress  should  basically  sup- 
port and  facilitate  technology  assessment  and  the  evalu- 
ation of  practice.  Actual  implementation  of  this  func- 
tion must  inevitably  involve  a  collaborative  approach  of 
both  the  private  and  public  sectors,  under  the  leadership 
of  people  with  the  experience  and  credentials  to  make 
these  judgments  in  a  way  that  will  be  accepted  as  cred- 
ible by  the  public  at  large  and  by  practitioners.  The  end 
product  of  such  a  process  should  not  be  limited  to  deter- 
minations of  whether  new  technologies  should  be  made 
available  to  the  public  at  large;  that  is  a  much  too  narrow 
conclusion. 

What  we  need,  particularly  in  the  public  policy  arena, 
is  guidance  about  a  host  of  other  related  questions  that 
include  how  and  when  to  apply  these  advances,  patient 
selection  criteria,  center  selection  criteria,  performance 
standards  and  costs,  benefits,  and  risk  analyses.  These 
analytical  tools  need  to  be  better  organized  for  use  by 
those  who  are  struggling  with  how  to  allocate  increas- 
ingly scarce  resources  for  health  care. 


To  some  extent,  this  type  of  broader  decisionmaking 
process  has  found  its  way  into  the  Medicare  program  to 
define  how  Medicare  approaches  a  number  of  advance- 
ments (transplants  is  the  most  obvious  example).  An  ap- 
proach similar  to  this  has  provided  a  model  for  more  ra- 
tional management  of  advancements  in  clinical  care.  As 
we  find  health  care  resources  becoming  even  tighter,  the 
need  for  this  kind  of  activity  will  obviously  become 
even  greater. 

We  have  had  a  much  more  difficult  time  making  deci- 
sions about  those  technologies  and  procedures  that 
ought  to  be  withdrawn  from  the  marketplace.  It  has  al- 
ways been  easier  to  make  technology  available  to  the 
public.  Much  of  that  technology  has  been  additive,  par- 
ticularly in  terms  of  the  cost  of  health  care  services. 
There  are  tradeoffs  that  must  be  made  as  we  introduce 
advancements  in  clinical  care  and  practice.  What  can 
we  safely  and  appropriately  eliminate,  or  at  least  elimi- 
nate payment  for? 

In  conclusion,  we  are  moving  fairly  rapidly  toward 
fundamental  reform  of  our  health  care  financing  system, 
which  in  the  end  will  result  in  a  more  explicit  limitation 
on  financial  resources  than  we  have  today.  Clearly  there 
will  be  increasing  pressure  to  politicize  the  process  of 
deciding  what  kind  of  new  technology  and  innovation 
will  be  financed,  and  I  hope  we  can  avoid  at  least  some 
of  that  politicization. 

Most  everyone  in  the  public  policy  decisionmaking 
process  would  welcome  and  urge  expanded  efforts  to 
create  a  more  credible  process  to  help  us  move  beyond 
determinations  of  experimental  versus  state-of-the-art 
technology  to  provide  scientifically  based  advice  or  pro- 
tocols on  how  to  manage  the  diffusion  of  advancements 
in  health  care,  given  the  limited  financial  resources  that 
are  inevitable. 
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Capitol  Hill  Perspective 
Michael  A.  Simmons,  M.D. 


My  perspective  on  technology  introduction  is  that  of  a 
user-clinician  on  a  1  -year  sabbatical  from  the  University 
of  Utah  to  work  on  the  Senate  Labor  and  Human  Re- 
sources Committee  for  Senator  Hatch.  This  perspective 
is  not  that  of  Senator  Hatch  nor  of  Congress.  Indeed,  my 
position  on  this  issue  contrasts  with  that  of  the  individu- 
al who  was,  until  very  recently,  Senator  Hatch's  senior 
health  policy  advisor. 

My  first  personal  experience  with  the  experimental 
versus  state-of-the-art  debate  dealt  with  a  disease  in  in- 
fants— I  am  a  pediatrician  and  a  neonatologist — called 
hyaline  membrane  disease,  which  has  been  the  leading 
cause  of  infant  mortality,  at  least  in  the  developed  world, 
for  a  number  of  years.  In  the  1970s,  a  new  drug  to  re- 
place the  missing  immune  factor  in  an  afflicted  infant's 
lung  was  developed.  An  artificial  surfactant  replace- 
ment was  first  developed  in  Japan  by  Fujiwara.12  The 
efficacy  of  this  replacement  therapy  was  fairly  well  es- 
tablished by  the  late  1970s  when  an  approach  began  to- 
ward improved  product  development  using  both  natural 
surfactants  (that  is,  surfactants  extracted  from  amniotic 
fluid  from  other  species  and  sometimes  from  humans) 
and  artificial  surfactants. 

In  1985,  a  particular  product,  Infasurf,  was  reported  to 
be  very  effective  in  a  well-done  study  by  Kwong.3  It 
was  effective  acutely  and  subacutely;  that  is,  the  inci- 
dence of  mechanical  ventilation  was  lowered,  as  were 
the  incidence  of  oxygen  requirement  and  the  duration  of 
hospitalization. 

In  1988,  about  3  years  after  the  Kwong  study,  the  Uni- 
versity of  Utah,  among  10  or  11  other  centers,  became 
part  of  a  phase  II  controlled  prospective  study  looking  at 
efficacy  in  a  larger  population  base  than  was  originally 
reported.  At  that  time  I  had  my  first  contact  with  the  de- 
bate between  experimental  and  state-of-the-art. 

From  my  point  of  view,  this  therapy  was 
state-of-the-art,  well-established  in  the  medical  litera- 
ture, but  that  was  not  the  position  of  the  Medicaid  fi- 
nancing people.  I  felt,  and  continue  to  feel  very  strongly, 
that  the  drug  itself  under  such  circumstances  should  not 
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be  a  patient  expense  in  a  randomized  controlled  study, 
but  it  came  as  a  great  surprise  that  the  Medicaid  people, 
regionally  and  nationally,  denied  payment  for  the  entire 
hospitalization  for  children  who  were  entered  in  these 
prospective  clinical  trials. 

Although  some  compromise  has  now  been  achieved 
after  about  3  years,  the  cost  for  children  who  would 
otherwise  have  had  longer  hospital  stays,  who  would 
have  had  a  higher  mortality — somewhere  around  20 
percent  higher — and  who  would  have  had  longer  expo- 
sure to  mechanical  ventilation  and  oxygen  administra- 
tion was  borne  by  the  hospitals  because  Medicaid  said 
this  was  an  experimental  therapy,  not  accepted, 
state-of-the-art  care.  It  was  on  a  protocol,  and  Medicaid 
not  only  does  not  have  to  pay  for  the  drug  but  forces  the 
hospital  to  pay  for  the  entire  hospitalization. 

That  is  an  example  of  what  we  have  been  talking  about 
at  this  conference.  When  does  the  therapy  move  along 
the  continuum  from  experimental  to  state-of-the-art?  In 
the  example  that  I  have  given,  one  could  say,  "Well, 
that's  just  another  example  of  a  bumbling  Federal  bu- 
reaucracy. They  really  weren't  doing  it  right."  Or  one 
could  say  that  this  is  an  example  of  scientific  purity,  pa- 
tient protection,  or  clearly  wanting  to  find  out  from  a 
phase  II  study  if  something  works  before  insurers — in 
this  case  public  insurers — are  expected  to  pay  the  costs. 

This  behavior  is  both  more  threatening  and,  with  apol- 
ogies, more  sinister  than  either  of  those  explanations.  I 
think  that  it  is  simply  and  purely  a  cost-control  mecha- 
nism. It  is  a  glimpse  of  the  future  that  has  profound  im- 
plications for  patient  care,  for  biomedical  research  and 
technology,  for  technology  development,  and  deriva- 
tively, for  one  of  the  points  of  light  in  our  economy, 
which  is  our  biomedical  technology  industry. 

Let  me  go  very  rapidly  through  some  health  cost  infor- 
mation, since  one  of  my  themes  is  that  much  of  what  we 
are  going  to  see,  using  the  code  of  experimental  versus 
state-of-the-art,  is  entirely  derivative  of  the  cost  debate 
that  goes  on  in  this  country. 

There  is  no  one  at  this  conference  who  does  not  know 
what  the  Congress  is  talking  about.  We  currently  ex- 
pend about  13  percent  of  our  gross  national  product 
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(GNP)  on  health  care.  Almost  inevitably,  this  figure  will 
rise  to  about  17  percent  around  1996.  If  the  current  rate 
of  health  care  escalation  continues,  we  will  expend  38 
percent  of  the  GNP  by  2030.  It  is  absolutely  impossible 
for  that  to  happen;  something  will  have  to  give.  There  is 
going  to  be  some  action,  and  I  want  to  suggest  that  there 
will  be  no  Federal  action  in  any  part  of  the  health  care 
debate  until  there  has  been  some  approach  to  cost  con- 
tainment. 

One  view  is  that  as  long  as  the  American  people  are 
convinced  that  someone  else  will  pay  for  their  health 
care  costs,  they  are  very  anxious  to  have  a  change  in  our 
financing  system.  Congressman  Gradison  tells  a  story 
of  a  constituent  letter  that  said,  "Dear  Mr.  Gradison:  I 
am  outraged  at  the  savings  and  loan  bail-out  proposal.  It 
is  an  obscenity  that  the  American  people  are  being  asked 
to  pay  for  this.  The  taxpayer  shouldn't  pay  for  this,  the 
government  should."  As  long  as  in  this  country  we 
spend  someone  else's  money  on  our  health  care,  then  we 
are  all  for  revolution,  changing  the  system;  but  there 
have  been  very  few  examples  when  someone  wants  to 
spend  more  of  his  or  her  own  money  to  fix  our  health 
care  system. 

One  of  the  derivatives  of  our  health  cost  inflation  is 
that  we  now  spend  a  decreasing  percentage  of  our  bud- 
get on  research.  Federal  spending  for  clinical  services 
and  patient  care  has  increased  in  this  country  as  have 
Federal  expenditures  for  research. , 

There  was  a  time  in  this  country,  in  the  1 960s,  when  we 
spent  about  2  percent  of  total  health  expenditures  for 
clinical  services  and  research.  In  the  1960s,  we  in- 
creased our  spending  for  research  at  about  twice  the  rate 
we  increased  our  spending  for  clinical  services.  That 
trend  had  reversed  by  the  1980s,  when  the  rate  of  in- 
crease in  spending  for  research  was  about  half  of  the  rate 
of  increase  for  direct  clinical  services.  This  suggests 
that  the  more  we  consume  of  our  health  care  dollar  for 
clinical  services,  the  less  we  are  willing  to  invest  in  the 
infrastructure  that  is  designed  to  think  more  about  to- 
morrow than  yesterday. 

When  we  look  at  how  utilization  correlates  with  the  in- 
crease in  costs,  we  see  that  it  is  not  the  length  of  hospital 
stay,  the  number  of  admissions  per  capita,  or  the  number 
of  visits  to  a  provider's  office.  The  classic  utilization 
measures  do  not  account  for  the  increase  in  costs.  They 
are  almost  all  accounted  for  by  "volume  and  intensity  of 
service."  That  is,  what  we  do  to  a  patient  per  contact  is 
much  more  expensive — more  things  that  are  more  ex- 
pensive are  done  per  patient  contact.  The  target  for  cost 
control,  perhaps  at  the  expense  of  many  services  that  all 
of  us  have  grown  to  accept  from  our  health  care  industry, 
is  going  to  be  to  limit  this  increase  in  the  volume  and  in- 
tensity of  services. 


What  are  the  cost  control  mechanisms  that  Congress 
has  suggested?  They  are  rate  regulations  in  the  form  of 
so-called  expenditure  caps  or  direct  rate  regulation 
mechanisms.  That  is  the  liberal  agenda.  The  conserva- 
tive mechanism  is  the  market:  make  people  more  re- 
sponsible for  their  expenditures,  behavior,  and  con- 
sumption. 

Everyone  is  for  administrative  reform.  I  am  skeptical, 
however,  about  the  estimates  that  30  percent  of  costs 
could  be  saved  just  by  having  a  better  claims  processing 
system. 

In  the  future,  medical  outcomes  research  will  be  de- 
signed in  a  different  way,  and  it  is  going  to  be  a  challenge 
to  every  constituency  represented  at  this  confer- 
ence— clinicians,  users,  patients,  providers,  hospitals, 
insurers,  and  payers.  There  will  be  an  insistence  that  we 
try  to  constrain  the  rate  of  cost  increases.  We  will  have  to 
prove  the  efficacy  of  new  technology,  or  it  will  not  be 
paid  for.  There  will  be  a  new  requirement  for  medical 
outcomes  research  that  goes  beyond  safety  and  efficacy 
in  the  classic  sense — for  example,  this  new  drug  at 
$3,000  per  dose  not  only  kills  a  bacterium  in  a  patient, 
but  also  saves  money.  Demonstrating  efficacy  of  a  new 
technology  will  mean  that  the  combination  of  the  clini- 
cal setting  and  the  machine  or  the  technology  or  the  drug 
leads  not  only  to  a  better  outcome  but  also  a  cost-benefi- 
cial outcome.  There  will  thus  be  integration  between 
drug  utilization,  treatment  strategies,  and  technology 
utilization  to  look  at  patient  outcomes. 

The  issues  surrounding  definitions  of  what  is 
state-of-the-art  and  what  is  experimental  will — and  I 
apologize  for  my  cynicism — blur  in  the  way  that  we  cur- 
rently think  about  them  and  very  quickly  will  be  defined 
by  what  saves  money.  It  is  also  likely  that  we  will  once 
again  explore  a  very  tension-filled  philosophical  debate 
in  this  country  that  can  be  characterized  on  the  one  hand 
by  "let  the  buyer  beware,"  as  the  final  baseline  about 
how  we  decide  what  to  do,  and  on  the  other  hand,  by  a 
phrase  from  the  New  England  Journal  of  Medicine  edi- 
torial, "randomize  the  first  patient." 

We  have  heard  at  this  conference  that  we  have  a  hard 
time  undoing  things  that  are  already  established.  I  am 
hopeful  that  there  is  going  to  be  a  big  push  not  to  begin 
using  technologies  and  services  without  knowing  that 
they  work  in  the  terms  that  I  have  just  outlined. 

Dr.  Thomas  Holohan,  during  the  recapitulation  of  the 
first  session  of  this  conference,  said  that  there  has  been  a 
real  failure  of  academic  health  centers  in  this  area  of 
medical  outcomes  research.  I  could  not  agree  more.  In 
fact,  of  all  the  sectors  that  have  failed  in  addressing  this 
problem,  the  failure  of  academic  health  centers  to  be  in- 
volved and  engage  in  this  area  of  research  is  the  major 
one. 
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We  have  no  infrastructure,  or  next  to  none,  in  the  aca- 
demic setting  to  begin  to  address  these  questions;  how- 
ever, we  have  to  expect  more  of  industry  also.  Indeed,  in 
this  particular  debate,  I  find  the  hospitals  and  the  payers 
less  at  fault  than  industry  and  the  academic  environment 
for  not  having  the  infrastructure  present  to  address  this 
integrated  approach  to  outcomes  research. 

Finally,  I  would  like  to  address  a  comment  from  Mr. 
Henry  Alder's  presentation.  As  he  looked  at  this  contin- 
uum between  experimental  and  state-of-the-art,  almost 
by  definition,  "widely  used"  meant  "acceptable"  in 
terms  of  state-of-the-art.  One  of  the  major  problems  that 
we  have  had  in  the  introduction  of  technology  is  that 
wide  use  has  never,  in  my  opinion,  proved  correlation 
with  usefulness.  Many  of  the  things  that  we  as  clinicians 
do  all  the  time  are  done  because  they  are  professional 
whim,  or  because  we  are  afraid  of  being  sued,  or  because 


that  is  how  our  teacher  told  us  to  do  it.  They  have  never 
really  been  tested.  In  fact,  some  of  the  things  that  may 
well  be  both  expensive  and  not  very  utilitarian  may  en- 
joy very  wide  acceptance. 
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Discussion/Questions  and  Answers  -  Session  4 


Q:  [Robert  Pendergrass,  M.D.,  National  Heritage 
Insurance  Company]  Currently,  we  are  spending 
12.2  percent  of  our  gross  national  product  for  health 
care  in  the  United  States.  This  represents  2.2  times 
more  than  Japan  and  significantly  more  than  any 
other  industrialized  nation,  including  our  neighbor 
Canada.  Yet  by  any  measure  the  outcomes  of  health 
care  in  America  are  no  better  than  and  sometimes 
worse  than  any  of  these  other  nations.  Essentially, 
what  is  Congress  going  to  do  to  look  at  the  utilization 
of  the  current  expenditure  for  health  services  to  pro- 
duce a  more  effective  outcome? 

I  also  have  a  question  for  Mr.  Alder:  Both  the 
American  Medical  Association  (AMA)  and  the 
American  Hospital  Association  are  at  present  offi- 
cially espousing  universal  payment  of  services  as 
billed  by  the  provider  without  a  substantial  overview 
from  any  source.  In  light  of  the  debacle  produced  in 
the  93rd  Congress  with  the  93641  legislation,  Nation- 
al Health  Planning,  are  you  prepared  to  embrace 
Federal  control  of  medicine? 

A:  [Mr.  Hash]  Was  the  question,  what  might  Congress 
do  with  respect  to  more  economical  use  of  our  resources 
for  health  care? 

Q:  [Dr.  Pendergrass]  That  is  correct.  Currently, 
we  are  spending  enough  to  provide  universal  health 
insurance  for  all  of  our  people. 

A:  [Mr.  Hash]  The  short  answer  is,  on  the  one  hand, 
that  it  is  not  totally  clear  whether  the  extra  expendi- 
tures— and  the  differences  in  the  health  outcomes — in 
the  United  States  versus  those  in  other  countries  are  ex- 
plained totally  by  what  we  do  in  our  health  care  delivery 
system.  Some  other  factors  obviously  impinge  on  the 
health  status  of  the  U.S.  population;  I  do  not  know  what 
the  mix  of  those  things  might  be,  but  that  is  at  least  one 
argument  for  why  we  do  not  necessarily  need  to  be  in 
line  with  our  neighbors  and  the  rest  of  the  world.  We 
may  have  a  different  set  of  circumstances  and  problems. 
On  the  other  hand,  most  people  who  thought  about  the 
basic  question  that  you  are  posing  have,  at  least  in  the  in- 
terim, been  persuaded  that  they  should  defer  judgment 
about  the  use  of  health  care  services  in  view  of  the  effort 
that  we  are  making  in  the  financing  of  medical  care  eval- 
uations and  outcomes  research  and  the  dissemination  of 
practice  guidelines.  We  think  that  knowledge  is  very  ef- 
fective in  changing  behavior. 


A:  [Dr.  Simmons]  As  to  the  question  dealing  with  our 
expectations,  almost  all  the  polling  data  show  what  we 
want  and  what  we  will  not  give  up.  We  want  instant  ac- 
cess. We  will  not  queue  in  this  country,  or  we  say  we 
won't.  We  want  high  touch — which  means  time,  by  the 
way.  It  is  expensive.  We  want  "high  tech";  we  want  it 
instantaneously  available,  and,  by  the  way,  we  want  it 
free.  As  long  as  this  is  our  expectation,  what  the  Con- 
gress has  done  mirrors  it  perfectly. 

Eighty  percent  of  health  care  expenditures  in  this 
country  go  to  the  non-poor.  I  always  thought  that  we 
were  supposed  to  take  care  of  ourselves  and  that,  as  a 
Government,  we  were  supposed  to  take  care  of  those 
who  are  disadvantaged — for  whatever  reason,  structur- 
ally, educationally,  whatever — those  who  cannot  do  it 
all  themselves,  hopefully  over  a  very  short  time  period. 
Instead,  we  have  imposed  on  ourselves  the  system  that 
takes  80  percent  of  Federal  expenditures,  including  al- 
most 50  percent  of  the  expenditures  in  the  Medicaid  pro- 
gram, and  devotes  them  to  the  care  of  the  non-poor. 

So  when  we  say  what  is  the  Congress  going  to  do,  there 
needs  to  be  some  resolution  on  the  part  of  the  populace 
about  what  we  are  willing  to  pay  for.  The  Wofford  cam- 
paign in  Pennsylvania,  which  I  think  was  about  a  lot 
more  than  health,  talked  about  a  financing  system  that, 
from  my  point  of  view,  is  perfectly  acceptable;  but  we 
tried  a  similar  kind  of  thing  inside  the  catastrophic  pro- 
gram, and  it  lasted  a  very  short  time  when  people  de- 
manded that  someone  else's  money  should  be  used.  So  I 
am  less  demanding  of  the  Congress  and  cynical  about 
the  Congress  than  I  really  am  about  our  ethic,  at  least  as 
it  relates  to  health  care. 

Q:  [Kenneth  Nelson,  M.D.,  Office  of  the  Inspector 
General,  U.S.  Department  of  Health  and  Human 
Services]  I  have  a  question  for  Dr.  Simmons  or  Mr. 
Hash.  The  Food  and  Drug  Administration  (FDA) 
took  a  long  time  to  review  drugs  that  were  less  than 
effective.  If  you  really  want  services  that  are  less 
than  effective  or  unnecessary  to  be  removed  from  the 
armamentarium,  don't  you  think  that  it  would  be 
appropriate  to  make  that  request  highly  specific, 
charge  an  agency  with  it,  and  create  a  timetable? 

A:  [Mr.  Hash]  The  short  answer  is  yes.  We  have  al- 
ready given  fairly  explicit  directions  about  what  the 
timetables  ought  to  be  and  to  some  degree  the  agenda  for 
evaluation  of  new  technology.  If  you  expect  people  to 
turn  their  attention  to  the  equally  difficult  task  of  taking 
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things  out,  you  are  probably  going  to  have  to  designate  it 
as  a  priority  and  indicate  a  time  period  to  accomplish  it. 

Q:  [Mr.  Nelson]  Secondly,  if  you  want  to  accom- 
plish it,  why  not  try  directly  with  Medicare  funding 
instead  of  introducing  a  number  of  intermediate 
bodies?  It  is  not  clear  that  the  components  of  the 
Government  can  work  with  each  other  under  the 
present  circumstances. 

A:  [Mr.  Hash]  A  short,  perhaps  overly  superficial  an- 
swer is  that  there  is  not  much  interest  at  the  moment  for 
linking  coverage  in  payment  directly  to  findings  of  clin- 
ical guidelines  and  so  forth.  There  has  been  at  least  an 
unspoken  interim  willingness  to  say,  let's  disseminate 
information  and  see  what  happens  to  behavior  as  a  re- 
sult. If  we  measure  practice  behavior  and  find  that  there 
does  not  seem  to  be  any  discernible  difference  in  how 
clinicians  practice,  despite  the  fact  that  additional  infor- 
mation is  available  to  them  which  suggests  there  should 
be  some  changes,  then  there  is  a  basis  for  action.  Politi- 
cal decisions  can  be  made  that  say  we  gave  an  opportuni- 
ty for  this  to  take  place  voluntarily,  and  now  we  will  take 
some  firmer  measures. 

A:  [Dr.  Simmons]  What  you  have  just  said  will  hap- 
pen. I  agree  completely  that  it  would  be  better  if  we  were 
in  charge  of  making  those  kinds  of  decisions  based  on 
good  research  findings  clearly  applied — collective  de- 
cisions made  by  all  of  the  entities  represented  in  this 
room,  than  if  they  become  highly  politicized.  In  the  ab- 
sence of  that,  if  we  and  our  constituencies  try  to  battle 
this  politically,  we  will  lose.  I  am  not  sure  if  it  will  be  a 
year  from  now  or  two  decades  from  now,  but  I  think 
what  you  have  said  will  indeed  happen. 

Q:  [Larry  Oday,  Vinson  &  Elkins,  Washington, 
DC]  I  have  a  question  for  Michael  Hash.  I  was  in- 
trigued by  your  comments  about  Congress's  not 
stepping  in  on  the  technical  merits  of  particular  tech- 
nologies, and  you  indicated  that  there  were  already 
examples  in  the  statute — I  assume  you  mean  the 
Medicare  statute — of  where  Congress  has  done  this. 
Could  give  me  an  example? 

A:  [Mr.  Hash]  Yes,  I  did  mean  the  Medicare  statute. 
You  may  be  right  in  the  end,  that  it  is  more  of  a  technical 
matter  of  the  design  of  the  Medicare  program  than  a 
statement  on  the  part  of  Congress  about  its  own  judg- 
ment on  the  merits  of  a  particular  item.  For  example,  we 
directed  the  coverage — in  limited  circumstances — of  a 
drug  to  deal  with  osteoporosis.  Again,  it  has  to  do  in  part 
with  the  prohibition  on  self-coverage  and  self -adminis- 
tered drugs. 


The  larger  issue,  however,  was  that,  at  least  at  the  time 
this  was  debated,  some  people  alleged  this  particular 
drug  was  state-of-the-art  and  very  promising  in  the 
treatment  of  osteoporosis,  and  that  it  should  be  made 
more  widely  available.  This  was  viewed  as  an  interim 
step  to  accelerate  the  process,  and  these  provisions  were 
actually  put  into  the  statute.  However,  this  is  not  a  par- 
ticularly desirable  way  to  advance  new  technologies 
into  the  health  delivery  system. 

Q:  [Ira  Green,  M.D.,  Agency  for  Health  Care 
Policy  and  Research  (AHCPR).  I  would  like  to  get 
back  to  the  question  of  how  one  decides  whether 
something  is  experimental  or  state-of-the-art.  At 
present,  many  organizations  do  this.  There  are  50  or 
so  organizations  listed  in  the  compendium  put  out  by 
the  Institute  of  Medicine.  Several  people  at  this  con- 
ference have  mentioned  that  the  data  should  be  col- 
lected and  given  back  to  a  central  source.  This  was 
mentioned  by  Mr.  Alder.  Mr.  Hash  said  that  perhaps 
a  national  clearinghouse  should  be  set  up  for  tech- 
nology, and  Dr.  Simmons  says  that  one  should  ran- 
domize the  first  patient. 

So  my  question  is,  should  there  be  a  central  clear- 
inghouse? Should  it  be  in  the  Federal  Government? 
Finally,  who  is  going  to  spend  the  money  to  random- 
ize the  first  patient,  which  implies  putting  a  very 
large  number  of  people  in  clinical  trials  where  one 
can  really  get  a  very  clear  answer? 

A:  [Mr.  Alder]  I  do  not  think  that  it  must  be  a  govern- 
mental effort;  it  should  be  a  pluralistic  effort,  first  of  all. 
We  have  said  several  times  that  this  would  be  an  oppor- 
tunity to  show  the  positive  side  of  our  efforts  and  our 
combined  experience  and  look  towards  some  type  of 
collaboration  in  this  effort.  I  do  not  have  a  particular 
model  in  mind  per  se,  but  in  terms  of  financing,  perhaps 
there  should  be  some  global  financing,  and  all  parties 
should  participate.  One  of  the  next  steps  to  accomplish 
this  might  be  to  reconvene  this  type  of  session  or  create  a 
task  force  to  examine  how  this  initiative  could  be  man- 
aged. 

A:  [Dr.  Simmons]  I  represent  an  academic  institution, 
a  pretty  good  one,  and  one  that  does  a  lot  of  research. 
This  topic  is  something  about  which  we  have  an  abso- 
lute vacuum.  In  general,  the  structures  that  we  depend 
on  in  this  country  for  addressing  research  ques- 
tions— and  these  are  research  questions — are  really  in 
very  short  supply.  Most  of  us  look  to  this  agency 
[AHCPR]  for  many  of  these  things,  and  we  all  know 
what  the  obstructions  to  this  agency  are.  So  Govern- 
ment has  to  have  a  big  role,  not  so  much  as  referee,  but  as 
funding  agent  for  research. 
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I  still  believe  in  investigator-initiated  research.  It  is  the 
best  way  to  get  at  research  questions,  but  there  will  prob- 
ably be  a  need  for  more  directed  research — that  is,  the 
request-for-proposal  (RFP)  kind  of  research.  If  this 
does  not  happen  voluntarily,  it  will  have  to  be  made  a  re- 
quirement— and  it  will  be  an  expensive  one — that  those 
producing  new  technologies  will  have  to  help  in  the 
funding  of  studies  to  prove  utility.  So  the  funding 
sources,  as  I  see  them,  would  be  the  National  Institutes 
of  Health  (NIH)  and  AHCPR  for  increased  funding  to  do 
investigator-initiated  research  and  more  RFPs.  Some 
type  of  requirement  is  also  needed,  even  if  it  is  regulato- 
ry, about  what  gets  paid  for  (a  Medicare  kind  of  model  of 
what  gets  paid  for)  as  well  as  major  incentives  or  punish- 
ments for  those  who  develop  new  approaches  to  help 
fund  the  research  that  establishes  utility. 

Q:  [John  Cova,  Ph.D.,  Health  Insurance  Associ- 
ation of  America]  I  have  a  question  for  Mr.  Alder.  I 
agree  with  what  you  said  about  a  rational  diffusion 
of  technologies.  However,  institutional  providers 
have  two  antagonistic  forces  in  operation  here.  With 
what  you  are  proposing  and  with  the  marketing 
techniques  and  procedures  that  institutional  provid- 
ers are  using,  how  can  you  reconcile  your  idea  of  a  ra- 
tional diffusion  with  the  current  aggressive  market- 
ing practices  in  some  institutions?  For  example,  with 
autologous  bone  marrow  transplant,  how  would  you 
achieve  a  rational  diffusion? 

A:  [Mr.  Alder]  We  must  be  realistic,  those  types  of 
practices  do  occur  in  some  hospitals  in  the  United  States, 
and  hospital  practices  regarding  marketing  vary  from 
one  institution  to  another.  Obviously,  some  are  much 
more  aggressive  and  others  are  not  aggressive  at  all.  We 
have  a  continuum,  if  you  will,  of  approaches  hospitals 
use  in  how  they  offer  services — not  only  in  how,  but  in 
what  services.  I  may  be  wrong,  but  I  don't  think  the 
more  aggressive  ones  are  the  majority — the  typical 
community  hospital  is  directed  toward  providing  serv- 
ices to  its  community  and  understands  the  needs  of  its 
community  for  different  types  of  care. 

We  all  know  that  to  start  up  autologous  bone  marrow 
transplant  services  is  extremely  expensive.  It  is  still 
considered  to  be  "investigational"  for  a  number  of  dis- 
ease entities.  In  the  past,  hospitals  had  to  be  aggressive 
in  order  to  establish  new  capabilities  because  of  the  lead 
time  needed  and  because  there  are  some  territorial  issues 
in  communities  where  there  are  two  or  more  hospitals 
serving  a  fixed  population.  I  am  not  condoning  that  as 
the  best  way  to  go,  and  I  do  not  think  the  Association  is 
condoning  that  either.  We  would  like  to  find  opportuni- 
ties where  two  or  more  hospitals  in  a  community  could 
collaborate  in  offering  services.  I  understand  that  some 


legislation  is  being  discussed  on  the  Hill  regarding  seed 
money  or  grant  money  for  hospitals  in  a  community  to 
look  at  avenues  of  collaboration;  this  of  course  is  barring 
Federal  Trade  Commission  controls  or  concerns.  This 
issue  will  have  to  be  resolved  in  the  very  short  term. 

Q:  [Max  Boiler,  M.D.,  MedCenters  Health  Plan, 
Minneapolis]  Of  the  reviews  that  have  come  from 
AHCPR,  I  recall  the  one  on  surgery  for  carotid 
artery  stenosis,  which  I  thought  was  very  well  put  to- 
gether. Should  this  agency  be  doing  things  faster  and 
getting  them  out  to  us  sooner  so  that  we  understand 
that  the  practices  at  the  University  of  Pittsburgh  or 
the  University  of  Minnesota  for  transplants  are 
phase  I  investigational,  phase  II  investigational,  or 
standards?  Or,  should  this  be  done  by  a  private 
agency  financed  individually?  If  it  were  directed  by 
the  agency — and  there  is  a  mandate  for  doing  that, 
Dr.  Holohan — what  would  be  the  cost  of  becoming 
current  so  that  you  could  answer  the  questions  with- 
in 3-6  months  of  being  asked? 

A:  [Dr.  Holohan]  First,  the  document  that  you  refer  to 
on  carotid  endarterectomy  was  an  assessment,  and  the 
assessments  are  not  aimed  at  practice  guidelines.  They 
are  a  medical  and  scientific  review  of  data  on  one  specif- 
ic technology.  What  would  it  cost  to  get  them  out  in  3-6 
months?  Right  now  the  time  involved  in  producing  one 
assessment  is  12-14months.  Part  of  that  time  is  irreduc- 
ible because  of  the  process  involved  with  Federal  Regis- 
ter notices  that  tell  the  world  what  we  are  doing  and  so- 
licit information  from  any  who  care  to  supply  it  and  sub- 
sequently, our  review  of  submitted  information.  A  staff 
of  five  produces  about  10  assessments  and  about  5  short- 
er technology  reviews  per  year.  With  such  a  small  staff, 
we  are  close  to  our  irreducible  minimum  turnaround 
time. 

It  costs  about  $1  million  a  year  to  run  our  office.  We 
have  gotten  out  the  shorter  reviews,  particularly  to 
CHAMPUS,  within  1  or  2  months.  So  it  can  be  done  in 
that  time  period.  There  have  been  many  debates  about 
various  novel  approaches  to  increase  the  size  and  pro- 
ductivity of  the  technology  assessment  office,  but  per- 
haps that  could  be  left  for  another  time. 

Q:  [Dr.  Boiler]  In  other  words,  if  I  write  my  Con- 
gressman and  say  that  the  Government  can  help  me 
get  answers  in  clinical  practice,  then  I  need  $1  mil- 
lion and  five  more  people  for  15  reports  a  year;  is  that 
right? 

A:  [Dr.  Holohan]  Yes,  except  you  mentioned  answers 
on  clinical  practice,  and  you  must  distinguish  between 
functions  of  the  agency  that  include,  but  are  not  limited 
to,  technology  assessments.  There  were  discussions  by 
members  of  the  panel  about  the  production  of  clinical 
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practice  guidelines,  which  probably  relate  more  toward 
what  you  are  saying  about  appropriate  clinical  practice 
than  a  specific  technology  assessment.  There  was  dis- 
cussion on  outcomes  research  and  a  discussion  of  health 
services  research,  which  is  slightly  different.  Dr. 
Simmons  mentioned  that.  Interestingly  enough,  Dr. 
Petersdorf  from  the  Association  of  American  Medical 
Colleges  mentioned  insufficient  health  services  re- 
search as  a  failing  of  academic  centers.  So  with  respect 
to  producing  a  technology  assessment,  yes,  I  agree  with 
your  speculation  as  to  what  resources  it  would  take  to  do 
them  faster  and  do  more  of  them,  but  those  do  not  define 
clinical  practice,  except  in  a  very  micro  way. 

Q:  [Dr.  Boiler]  Dr.  Simmons  stated  that  we  know 
the  obstructions,  but  I  do  not.  Is  the  obstruction  poli- 
tics, money,  or  clinical  practitioners'  lethargy? 

A:  [Dr.  Simmons]  All  of  the  above.  If  you  wanted  to 
take  a  vote  for  more  centralized  authority  or  dollars  for 
this  agency,  among  the  people  at  this  conference  who 
represent  various  constituencies,  you  would  get  a  lot  of 
negative  answers.  I  am  new  to  this  issue,  and  I  had  the 
same  incredulity  that  you  are  expressing  about  why  we 
can't  just  get  on  with  it.  There  are  many  people  who 
have  different  views  about  whether  this  is  the  right  way 
to  go  about  deciding  the  difference  between  my  view, 
professional  whim,  and  proven  validity  of  therapy. 
Many  of  us  here  in  this  room  are  part  of  the  obstruction. 

A:  [Dr.  Ferguson,  National  Institutes  of  Health]  I 
would  like  to  agree  with  a  number  of  things  that  were 
said  by  Dr.  Simmons;  that  the  fault  is  not  in  the  Congress 
but  in  ourselves  that  things  are  going  awry  regarding 
these  issues  of  technology  assessment  and  experimental 
versus  state-of-the-art.  I  would  like  to  offer  a  challenge 
to  Dr.  Simmons  and  other  participants  who  will  go  back 
to  the  academic  health  centers.  Going  along  with  what 
Dr.  Petersdorf  said,  the  medical  education  system  in  this 
country  by  and  large  ignores  many  of  these  issues  in 
educating  medical  students.  The  challenge  is  to  try  to  in- 
troduce these  issues  in  the  medical  schools'  curriculum 
so  that  we  have  knowledgeable  clinicians  and  physi- 
cians, dentists,  and  nurses  who  can  take  up  some  of  these 
issues  in  their  life's  work. 

I  was  at  one  time  in  charge  of  a  medical  school  curricu- 
lum for  teaching  about  the  nervous  system  at  Case  West- 
ern Reserve,  and  I  know  how  hard  it  is  to  get  things  into 
the  medical  school  curriculum.  But,  I  believe  that  is  a 
challenge  which  applies  especially  in  neonatal  care  and 
teaching  and  intensive  care  units.  It  is  hard  to  disregard 
"high  tech"  involvement  in  all  our  residency  programs 
in  every  field.  Many  of  these  aspects  are  emphasized, 
and  the  aspect  of  health  services  research  is  minimized. 


Q:  [David  Metz,  Medical  Data  Source,  Bethesda, 
MD]  One  approach  to  health  care  financing  in  some 
other  countries  involves  regional  allocation  of  dol- 
lars. I  wonder  if  there  is  any  consideration  on  the 
part  of  the  Congress  or  the  Administration  to  look  at 
allocating  Federal  funds  on  a  regional  basis  and  al- 
lowing folks  within  those  regions  to  make  allocation 
decisions  as  to  how  many  positron  emission  tomo- 
graphy units  or  trauma  units  or  transplant  centers 
or  whatever  ought  to  be  available.  The  whole  ques- 
tion concerns  application  of  technology,  both 
state-of-the-art  as  recognized  or  accepted,  as  well  as 
new  technologies  and  of  using  the  Government  as  a 
way  of  letting  those  decisions  be  made  on  a  regional 
basis  whether  the  starting  point  be  the  current 
AHCPR  or  whatever. 

A:  [Mr.  Hash]  I  think  there  is  some  consideration  of 
this  matter,  particularly  regionalization  of  resources,  es- 
pecially if — and  maybe  it  is  not  a  question  of  if  but 
when — we  deal  with  the  matter  of  setting  a  limit  of  some 
kind  on  the  growth  in  health  care  expenditures.  Many 
proposals  have  already  been  introduced  into  the  Con- 
gress that  discuss  allowing  limits  to  be  established  at  a 
regional  level  and  decentralizing  the  allocation  decision 
to  States  or  regions  or  whatever.  We  tried  to  do  a  little  of 
this  in  the  1974  National  Health  Planning  and  Resources 
Development  Act,  something  I  think  someone  de- 
scribed as  a  disastrous  9364 1 .  A  component  of  that  was 
a  regulatory  scheme  for,  in  some  instances,  the  approval 
of  not  only  technology,  but  also  procedures,  services, 
and  capital  investment.  There  is  no  question  that,  for  the 
most  part,  it  was  not  linked  in  any  particular  way  to  the 
consequences  of  financing  these  things,  but  it  certainly 
proved  that  the  American  people,  at  least  the  people  in- 
volved in  comprehensive  health  planning,  had  an  insa- 
tiable appetite  for  whatever  was  proposed  to  them  be- 
cause virtually  nothing  was  ever  turned  down.  It  gives 
one  pause  about  people's  willingness  to  make  these  kind 
of  tough  choices.  The  flaw  in  that  particular  experience 
was  that  it  was  not  linked  in  any  direct  way  with  the  con- 
sequences for  financing  care. 

A:  [Dr.  Simmons]  We  have  a  very  hospitable  history 
for  thinking  that  the  utility  model,  the  West  German 
model,  or  whatever  you  want  to  call  it,  for  expenditure 
caps  on  a  regional  basis  will  work  well  in  this  country.  I 
lived  through  the  certificate-of-need  process  from  a 
user's  point  of  view,  and  I  learned  a  lot  about  how  trickle 
up  happens  much  faster  than  trickle  down  in  this  coun- 
try. Every  person  in  this  room,  including  people  on  the 
panel,  make  much  of  their  living  because  they  are  very 
good  at  gaming  a  system — we  are  experts  in  America  at 
gaming  a  system.  From  what  I  have  read  about  the  West 
German  utility  model  system,  they  tend  to  behave  better 
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about  agreements  and  compliance  and  so  on  than  we  do 
in  this  country.  So  concerning  the  idea  that  we  will  be 
able  to  have  expenditure  caps,  my  fear  is  that  we  will 
freeze  an  equity  in  place;  it  will  happen  because  of  an  as- 
sumption that  we  know  what  we  have  now  is  good,  and 
we  are  going  to  keep  it  good  but  slow  the  rate  of  growth 
in  health  care  costs. 

I  do  not  see  one  single  example  of  a  heavy  rate  regula- 
tion mechanism  in  the  health  care  industry  in  this  coun- 
try that  has  accomplished  its  goal,  even  though  philo- 
sophically I  do  not  have  any  objections  to  rate  regulatory 
methods.  The  data  do  not  show  that  such  systems  have 
worked  well  here. 

Comment:  [Earl  Steinberg,  M.D.,  Johns  Hopkins 
University]  It  has  been  said  consistently  during  this 
conference  that  what  we  are  lacking  are  data,  and 
the  data  are  of  two  types:  primary  data  that  give  us 
some  idea  of  the  value  of  a  technology  or  its  safety, 
and  secondary  data  analysis  where  we  evaluate  and 
synthesize  the  available  data.  The  thought  that  the 
former  type  of  data  is  going  to  be  generated  in  3-6 
months  is  simply  unrealistic.  It  is  possible,  however, 
with  adequate  staff  to  synthesize  and  evaluate  data 
in  that  sort  of  a  time  period.  I  heartily  disagree  with 
the  notion  that  what  is  lacking  is  the  infrastructure. 
That  is  not  to  say  that  I  think  we  would  not  be  better 
off  if  we  had  more  infrastructure,  but  that  is  simply 
misplacing  the  problem.  People  in  universities  with 
the  capability  to  do  these  forms  of  assessments  are 
numerous.  The  methods,  as  we  heard  from  Dr. 
Messerschmidt,  for  synthesizing  these  data  also  ex- 
ist, as  do  the  criteria  that  enable  us  to  distinguish  be- 
tween experimental  and  state-of-the-art  technolo- 
gies. What  is  lacking  is  the  money  to  support  the 
assessments,  and  secondly,  the  resolve  or  the  incen- 
tive that  results  in  systematic  data  collection.  The 
notion  that  one  can  get  that  without  giving  up  some- 
thing is  probably  wrong,  but  unless  we  impose  or  de- 


velop a  system  by  which  all  new  technologies  are  sys- 
tematically evaluated,  we  will  never  know  the  an- 
swer to  any  of  these  questions. 

My  second  point  is  that  even  when  such  a  system  is 
in  place,  we  unfortunately  are  still  going  to  have  to 
make  hard,  tough  decisions  because  most  new  inno- 
vations provide  some  benefit  but  at  high  cost.  Even- 
tually, someone  still  has  to  bite  the  bullet  and  make  a 
decision.  I  have  no  problem  with  that  type  of  deci- 
sionmaking on  a  decentralized  basis. 

Comment:  [Dennis  Cotter,  Medical  Technology  and 
Practice  Patterns  Institute,  Washington,  DC]  I  am 
amazed;  these  discussions,  for  the  most  part,  took 
place  with  the  creation  of  the  National  Center  for 
Health  Care  Technologies  some  13  years  ago.  A  pro- 
cess had  been  put  in  place  to  do  much  of  what  we  are 
talking  about.  Maybe  the  time  was  not  right  then, 
but  it  probably  is  now. 

Comment:  Gregory  Morris,  M.D.,  Blue  Cross/Blue 
Shield  of  the  National  Capital  Area]  I  feel  strongly 
that  the  solution  to  these  problems  will  require  a  col- 
laborative and  cooperative  effort  from  the  kinds  of 
groups  and  organizations  represented  here.  I  do  not 
think  that  it  needs  to  be  assigned  to  the  Government 
or  to  the  academic  medical  centers.  In  order  to  get  a 
balanced  solution,  we  all  must  participate. 

Second,  there  is  a  perception  that  there  are  deep 
pockets,  whether  they  be  Government  or  insurance 
companies,  which  will  pay  for  all  the  things  that  we 
desire.  We  must  realize  that  deep  pockets  are  no 
deeper  than  each  of  our  own  pockets  and  pocket- 
books  here  because  the  dollars  that  the  insurance 
companies  pay  for  these  services  are,  in  fact,  dollars 
that  your  employers  put  in,  dollars  that  you  have 
contributed  and/or  dollars  that  do  not  go  into  your 
pocket.  And  the  same  applies  for  those  dollars  that 
the  Government  spends. 
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Payer's  Perspective 
Anne  Marie  Hummel 


As  a  representative  of  the  Health  Care  Financing  Ad- 
ministration (HCFA),  I  will  discuss  from  the  Medicare 
perspective  the  process  for  covering  experimental  ver- 
sus state-of-the-art  technologies  and  the  procedures  and 
criteria  that  the  Medicare  program  uses  in  making  cov- 
erage decisions  on  what  technologies  it  will  or  will  not 
pay  for. 

The  Medicare  program  was  established  in  1965  under 
Title  XVIII  of  the  Social  Security  Act,  and  within  the 
context  of  that  law,  it  provides  for  a  broad  array  of  serv- 
ices and  benefits  under  Part  A  and  Part  B  of  the  program. 
Part  A  deals  primarily  with  inpatient  hospital,  skilled 
nursing  facility,  and  home  health  services.  Part  B  deals 
with  outpatient  and  physician  services.  The  Medicare 
program  specifically  excludes  some  services  from  cov- 
erage, but  what  it  does  not  do  is  provide  an  all-inclusive 
list  of  what  items  and  services  should  be  covered. 

Congress  vested  in  the  Secretary  of  the  Department  of 
Health  and  Human  Services  the  authority  to  make  spe- 
cific coverage  decisions  under  what  we  have  commonly 
referred  to  as  the  "reasonable  and  necessary"  determina- 
tion clause  in  the  law.  That  provision  of  the  law  basical- 
ly provides  that  "...Notwithstanding  any  other  provi- 
sions of  this  Title,  no  payment  may  be  made  under  Part 
A  or  Part  B  for  any  expenses  incurred  for  items  or  serv- 
ices which  are  not  reasonable  and  necessary  for  the  diag- 
nosis or  treatment  of  illness  or  injury  or  to  improve  the 
functioning  of  a  malformed  body  member."  The  term 
"reasonable  and  necessary"  has  never  been  fully  defined 
in  regulations,  but  in  practice,  longstanding  Medicare 
policy  has  interpreted  it  to  mean  safe  and  effective,  not 
experimental  or  investigational,  and  generally  accepted 
in  the  medical  community.  For  purposes  of  the  Medi- 
care program,  we  use  the  terms  "experimental"  and  "in- 
vestigational" synonymously. 

The  Medicare  program  could  not  possibly  make  a  na- 
tional coverage  decision  for  every  item  or  service  that 
we  could  cover  under  the  program,  so  therefore  most  of 
our  coverage  decisions  are  made  by  our  Medicare  con- 
Ms.  Hummel  is  Director,  Division  of  Medical  Services  Coverage 
Policy,  Health  Care  Financing  Administration. 


tractors  who  pay  individual  claims.  For  fiscal  year 
1991,  we  expect  that  Medicare  will  have  paid  close  to 
600  million  claims  for  services  for  approximately  34 
million  beneficiaries  at  a  cost  of  over  $  1 20  billion.  Only 
about  10-20  issues  of  national  significance,  however, 
are  addressed  to  HCFA's  central  office  each  year  for  a 
national  coverage  decision.  Contractors  are,  in  fact,  a 
frequent  source  of  referrals  to  the  central  office  for  na- 
tional coverage  decisions.  If  we  make  a  national  deci- 
sion, then  it  is  binding  on  the  contractors,  and  they  have 
no  discretion  within  the  bounds  of  that  policy  to  change 
it. 

In  January  1989,  we  published  in  the  Federal  Register 
a  proposed  regulation  that  outlined  the  criteria  and  pro- 
cedures HCFA  uses  in  making  national  coverage  deci- 
sions for  new  health  care  technologies.  We  have  been 
pursuing  diligently  publication  of  a  final  rule,  which  we 
expect  will  be  published  next  year  in  the  Federal  Regis- 
ter. 

Before  I  describe  the  process  by  which  we  make  na- 
tional decisions,  it  is  important  to  set  forth  the  criteria  we 
consider  in  making  "reasonable  and  necessary"  deter- 
minations because  they  obviously  play  a  big  part  in  what 
eventually  is  paid  for  under  the  program.  For  the  pur- 
poses of  this  conference,  we  also  should  distinguish 
what  is  experimental  versus  what  is  considered 
state-of-the-art.  State-of-the-art,  in  relation  to  Medicare 
coverage,  could  best  be  described  as  those  services  for 
which  we  have  made  a  positive  determination  about 
safety  and  efficacy  because  those  are  the  key  criteria  we 
consider  in  making  decisions. 

If  the  service  is  generally  accepted  by  the  medical 
community  in  the  setting  and  for  the  conditions  for 
which  it  is  used,  or  if  its  use  is  based  on  authoritative  evi- 
dence, then  Medicare  makes  a  finding  that  it  is  safe  and 
effective.  In  exercising  the  discretion  used  in  reviewing 
individual  claims,  contractors  look  toward  "generally 
accepted  in  the  medical  community"  to  mean  reliance 
on  published  medical  literature,  such  as  scientific  data 
or  research  studies  that  are  published  in  peer  reviewed 
journal  articles,  or  on  a  consensus  of  expert  medical 
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opinion  and  consultations  with  their  medical  staff,  local 
medical  societies,  and  other  health  experts  as  necessary. 

Authoritative  evidence  in  the  context  of  the  Medicare 
program  has  generally  meant  evidence  based  on  clinical 
trials  and  randomized  clinical  trials.  In  the  final  cover- 
age rule,  we  will  attempt  to  describe  in  more  detail  the 
context  of  those  terms  because  in  the  proposed  rule,  we 
speak  to  them  only  in  broad  terms. 

There  may  be  evidence  that  supports  a  conclusion  that 
a  service  has  been  shown  to  be  safe  and  effective  in  some 
settings  but  not  for  all  settings  or  conditions,  and  in  those 
cases,  Medicare  may  not  cover  the  service.  Coverage 
may  be  provided  with  certain  limitations,  however;  for 
example,  our  policy  covers  heart  transplants  and  more 
recently  liver  transplants  subject  to  specific  patient  and 
facility  selection  criteria. 

Some  of  the  other  papers  given  at  this  conference  have 
mentioned  data  sharing  and  data  collection.  Under  the 
heart  transplant  program,  we  have  asked  for  data  to  help 
us  make  a  determination  whether  coverage  should  be 
changed  after  the  period  of  years  since  we  initially  es- 
tablished coverage. 

Drugs  and  biologicals  that  have  received  full  Food  and 
Drug  Administration  (FDA)  approval  for  marketing  are 
considered  safe  and  effective  under  the  Medicare  pro- 
gram when  they  are  used  for  the  indications  for  which 
they  are  approved  in  their  labeling.  For  unlabeled  uses 
of  FDA-approved  drugs,  our  contractors  have  the  dis- 
cretion to  make  payment  based  on  reasonable  and  nec- 
essary determinations  in  each  individual  case. 

In  developing  the  final  coverage  rule,  we  received 
many  comments  on  the  applicability  of  the  authoritative 
compendia  in  making  these  decisions  for  unlabeled  in- 
dications, and  we  intend  to  address  that  issue  as  well  in 
the  final  rule. 

Devices  that  are  approved  by  FDA  under  the  premar- 
keting approval  (PMA)  process  are  considered  safe  and 
effective  by  Medicare.  Contractors  use  their  discretion 
in  approving  for  Medicare  coverage  devices  that  are 
cleared  for  marketing  under  the  5 10-K  process.  This  is 
primarily  because  FDA  does  not  make  a  "safe  and  effec- 
tive" determination  in  clearing  such  devices,  as  it  does  in 
approving  a  PMA,  but  rather  in  clearing  the  device  for 
marketing  under  this  authority,  FDA  determines  that  the 
device  is  substantially  similar  to  devices  that  were  on  the 
market  before  the  advent  of  the  1976  Amendments  to 
the  Food,  Drug,  and  Cosmetic  Act.  Therefore,  these 
"substantially  similar"  devices  do  not  always  garner 
Medicare  coverage. 

Experimental  or  investigational  considerations  gener- 
ally mean  that  a  service  is  being  furnished  for  research 
purposes,  and  that  means  that  there  are  still  questions  of 
safety  and  efficacy  that  have  not  been  answered.  We 


have  had  much  discussion  at  this  conference  about  clini- 
cal trials  and  about  having  a  collaborative  effort  in  fund- 
ing clinical  trials.  It  should  be  pointed  out  that  a  medi- 
cally necessary  hospital  admission  and  health  care  serv- 
ices coincident  with  the  administration  of  an  investiga- 
tional protocol  may  be  payable  under  the  Medicare  pro- 
gram. 

In  an  outpatient  setting,  any  medically  necessary  serv- 
ices, including  complications  that  may  result  from  an  in- 
vestigational treatment,  would  be  covered.  When  the 
sole  purpose  for  a  hospital  admission  is  to  receive  an  ex- 
perimental therapy,  however,  it  would  be  a  noncovered 
service  and  would  not  be  considered  a  medically  neces- 
sary hospital  stay.  Therefore,  in  such  a  case,  no  payment 
would  be  made. 

Drugs  or  biologicals  that  have  not  completed  FDA's 
full  market  approval  process  are  considered  experimen- 
tal or  investigational.  We  have  determined  that  treat- 
ment investigational  new  drugs  (INDs)  fall  into  that  pro- 
cess. We  did  make  an  exception,  however,  to  cover 
group  C  cancer  drugs  a  number  of  years  ago  based  on 
strict  oversight  and  protocols  established  by  the  Nation- 
al Cancer  Institute  (NCI)  and  assurances  of  significant 
evidence  that  effectiveness  was  shown  in  the  treatment 
of  one  or  more  tumor  types.  Devices  in  an  investigation- 
al device  exemption  status  or  devices  that  have  not  been 
approved  by  FDA  are  also  considered  by  the  Medicare 
program  to  be  experimental  or  investigational,  as  are 
services  that  are  not  widely  used. 

Appropriateness  is  another  criterion  for  determining 
what  is  reasonable  and  necessary.  That  simply  means 
that  the  setting  and  the  specific  services  furnished  are 
commensurate  with  the  patient's  condition  and  that  the 
services  are  performed  by  qualified  practitioners  who 
have  met  training  and  education  requirements. 

We  have  proposed  to  add  cost  effectiveness  as  a  fourth 
criterion.  We  predict  that  if  we  were  to  use  this  criterion, 
only  a  few  decisions  would  be  subject  to  formal  cost-ef- 
fectiveness analysis.  Under  our  proposal,  cost  effective- 
ness would  be  an  appropriate  consideration  only  when 
used  to  compare  a  technology  with  already  covered  al- 
ternatives. 

Some  of  the  factors  that  we  might  consider  if  we  were 
to  use  cost  effectiveness  as  a  coverage  criterion  would 
be  if  significant  medical  benefits  are  provided  by  a  new 
technology  notwithstanding  its  cost;  whether  the  tech- 
nology is  less  costly  and  at  least  as  effective  as  an  alter- 
native covered  technology;  or  whether  the  technology  is 
less  effective  and  less  costly  than  an  existing  alternative, 
but  a  viable  alternative  for  some  patients.  Under  the 
cost-effectiveness  criterion,  we  will  not  deny  coverage 
of  a  technology  simply  because  of  its  cost.  That  the 
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Medicare  program  cannot  deny  coverage  based  on  ag- 
gregate costs  is  important  for  us  to  keep  in  mind. 

If  we  were  to  use  cost  effectiveness  as  a  coverage  crite- 
rion, we  would  publish  in  the  Federal  Register  method- 
ologies that  we  would  use  in  making  decisions  based  on 
this  criterion.  We  publish  our  proposed  approaches  so 
that  the  public  is  aware  of  our  intentions  and  is  given  an 
opportunity  to  be  involved  in  the  process. 

As  indicated  previously,  most  of  our  coverage  deci- 
sions are  made  by  the  individual  Medicare  contractors. 
There  has  been  a  lot  of  concern  because  that  obviously 
leads  to  some  variation  in  coverage  policy.  This  is  par- 
ticularly true  in  the  oncology  community,  as  shown  by 
the  difficulties  that  many  cite  in  receiving  payment  for 
unlabeled  indications  of  approved  drugs.  This  is  not  to 
say,  however,  that  regional  variation  is  necessarily  a  bad 
thing.  As  pointed  out  earlier,  it  would  be  impossible  for 
us  to  try  and  nationalize  every  coverage  decision.  There 
are  general  rules  for  determining  when  an  item  or  ser- 
vice would  be  covered  under  Medicare.  These  rules  in- 
clude primarily  whether  the  item  or  service  is  within  the 
scope  of  benefits  provided  by  the  statute,  whether  there 
are  any  statutory  bars  or  limitations  affecting  coverage, 
and  whether  there  are  any  specific  exclusions. 

The  participants  in  this  conference  have  alluded  to  pre- 
vention and  preventive  services.  We  have  not  talked 
enough  about  that.  It  should  be  pointed  out  that  in  the 
Medicare  program,  preventive  services  are  generally 
excluded  under  the  statute.  Only  recently  has  Congress 
legislated  limited  coverage  of  such  preventive  services 
as  screening  mammography  and  screening  Pap  smears. 
We  could  possibly  see  more  of  this  in  the  future;  howev- 
er, for  Medicare  to  be  paying  generally  for  preventive 
services  would  take  a  statutory  change. 

When  an  issue  comes  to  us  for  national  consideration, 
a  number  of  factors  influence  whether  we  undertake  to 
develop  a  national  coverage  decision.  For  instance,  we 
might  look  at  such  a  decision  if  the  service: 

•  Is  likely  to  be  used  in  more  than  one  region  in  the 
country; 

•  Has  the  potential  for  rapid  diffusion  and  application; 

•  Is  a  significant  advance  in  medical  science; 

•  Is  a  new  product  for  which  no  similar  technology  is 
already  covered  under  Medicare;  or 

•  Might  be  a  significant  expense  to  the  program. 

More  often,  national  coverage  issues  are  considered 
because  there  is  substantial  disagreement  among  the  ex- 
perts regarding  the  safety,  efficacy,  and  appropriateness 
of  the  service  or  because  there  are  inconsistent  coverage 
decisions  by  our  contractors. 


We  have  established  a  technology  assessment  process 
by  which  we  develop  national  coverage  decisions,  and 
part  of  the  first  step  again  comes  from  our  contractors. 
The  Coverage-Payment  Technical  Advisory  Group 
(TAG)  comprises  medical  directors  of  our  contractors. 
This  group  represents  a  cross-section  of  all  of  the  carri- 
ers who  pay  Medicare  claims.  The  TAG  initially  dis- 
cusses issues  that  might  require  a  national  coverage  de- 
cision and  whether  the  issue  should  be  sent  to  the  HCFA 
physicians'  panel  for  consideration  of  a  full  assessment. 

If  we  decide  that  an  item  or  service  requires  a  national 
coverage  decision,  the  HCFA  central  office  does  a  litera- 
ture search,  often  using  the  National  Library  of  Medi- 
cine to  locate  all  of  the  medical  literature  and  data  that 
are  available  on  a  given  item  or  service.  We  prepare  a 
background  paper  and  present  it  to  the  HCFA  physi- 
cians' panel. 

This  panel  primarily  comprises  Public  Health  Service 
(PHS)  Commissioned  Corps  officers  who  work  for 
HCFA  or  the  Public  Health  Service  (PHS).  The  panel 
meets  about  every  6-8  weeks,  depending  on  the  agenda 
items.  We  ask  them  to  look  at  the  issue  and  make  a  rec- 
ommendation on  whether  we  should  refer  an  item  to  the 
PHS  for  a  technology  assessment. 

If  we  proceed  with  that  process,  then  the  Agency  for 
Health  Care  Policy  and  Research  ( AHCPR),  through  the 
Office  of  Health  Technology  Assessment,  will  publish  a 
notice  in  the  Federal  Register  announcing  the  area  to  be 
assessed  and  affording  an  opportunity  for  other  Govern- 
ment agencies,  medical  specialty  groups,  experts,  or 
anyone  who  has  an  interest  in  the  issue  to  receive  infor- 
mation in  order  to  make  appropriate  recommendations 
to  HCFA.  That  information  is  then  synthesized,  and  an 
assessment  and  recommendation  are  prepared  and  for- 
warded to  the  HCFA.  The  recommendations  represent  a 
consensus  of  the  PHS,  FDA,  and  NCI. 

Based  on  PHS  recommendations,  HCFA  will  issue  a 
national  coverage  decision.  Most  often,  this  is  done 
through  our  manual  instruction  process;  however,  if  a 
recommendation  is  to  withdraw  coverage  of  a  previous- 
ly covered  item  for  which  we  have  a  national  coverage 
decision,  we  publish  a  notice  in  the  Federal  Register  and 
ask  for  public  comment  before  we  finalize  the  policy. 

Most  of  our  national  coverage  decisions  involve  pro- 
cedures or  devices.  We  do  not  normally  refer  drug  or  bi- 
ological issues  to  the  PHS. 

The  PHS  may  suggest  that  an  item  be  reevaluated  or  re- 
considered at  a  later  time.  Also,  we  may  reevaluate  our 
policies  when  significant  new  evidence  or  information 
that  was  not  available  at  the  time  an  assessment  was  con- 
ducted becomes  available — we  might  then  determine 
that  the  issue  should  be  reevaluated  based  on  this  new  in- 
formation. Normally,  that  means  there  are  newly  avail- 
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able  published  scientific  data  which  show  the  effective- 
ness of  the  item  or  service. 

Virtually  no  technology  is  absolutely  without  risk  or 
totally  effective  in  all  cases;  the  greater  the  risk,  the 
greater  the  need  for  proven  effectiveness.  The  HCFA 
has  an  obligation  to  provide  access  to  high-quality 
health  care  for  its  beneficiaries  and  its  recipients,  and 
this  means  that  we  have  an  obligation  to  cover  important 
new  technologies,  but  we  also  have  a  fiscal  responsibil- 
ity. 

We  need  to  consider  the  solvency  of  the  trust  funds  and 
fiscal  constraints.  We  would  not  want  to  use  all  of  our 
available  resources  for  a  technology  that  only  marginal- 
ly improves  health  or  for  which  questions  about  its  safe- 
ty or  effectiveness  have  not  been  answered. 

A  number  of  suggestions  have  been  made  at  this  con- 
ference as  to  how  we  could  come  to  a  meeting  of  the 
minds.  Medical  outcomes  research  and  established 
practice  guidelines  obviously  are  important  consider- 
ations. 

We  have  heard  discussions  about  establishing  a  task 
force  to  develop  guidelines  on  experimental  versus 
state-of-the-art  technologies.  A  suggestion  was  made 
for  a  provisional  coverage  process  for  life-threatening 
or  serious  illnesses  where  we  could  pay  for  a  technology 
while  allowing  for  collection  of  data. 

One  of  the  words  heard  often  at  this  conference  is  "re- 
search." It  was  suggested  that  we  all  should  "chip  in" 


and  pay  for  clinical  research  at  an  early  stage;  by  doing 
so,  we  might  be  able  to  determine  effectiveness  more 
quickly  and  save  money  in  the  long  term.  One  of  the 
problems  from  the  perspective  of  the  HCFA  is  that,  as 
was  intended  by  Congress  when  it  established  the  Medi- 
care law,  we  are  not  a  research  agency.  Answers  will  not 
be  found  by  payers  alone  nor  by  researchers  alone.  Ev- 
erybody needs  to  think  about  this,  and  we  need  to  think 
about  changing  our  own  behavior  in  terms  of  what  we 
want,  what  we  are  willing  to  do  to  get  it,  and  what  we  are 
willing  to  give  up  to  get  it. 

The  Medicare  program  has  undergone  change  over  the 
last  25  years.  The  Catastrophic  Coverage  Act  was  the 
most  significant  change  in  the  law  since  its  inception; 
more  recently,  we  had  physician  payment  reform.  In  my 
opinion,  any  proposed  changes  in  which  Medicare 
would  consider  covering  investigational  therapies 
would  have  to  be  reconciled  with  the  need  to  maintain 
the  level  of  currently  provided  benefits. 

It  has  been  suggested  that  trying  to  deal  with  the  issues 
politically  is  not  the  most  appropriate  way  to  go.  We 
know,  however,  that  over  the  years  much  of  what  we 
have  has  obviously  come  from  Congressional  action. 

We  have  heard  many  interesting  ideas  advanced  at  this 
conference.  There  are  no  simple  answers  or  any  one  an- 
swer, but  it  certainly  seems  that  this  is  the  start  of  what 
obviously  will  be  an  ongoing  effort. 
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Payer's  Perspective 

John  L.  Cova,  Ph.,D. 


The  Health  Insurance  Association  of  America  (HIAA) 
is  a  trade  organization  that  represents  300  private  health 
insurers  who  provide  coverage  to  approximately  95  mil- 
lion Americans.  Since  this  conference  has  been  using 
the  "R"  word  quite  liberally,  we  would  like  to  provide 
you  with  some  information  as  to  HIAA's  position  on  re- 
imbursement. 

As  a  trade  organization,  we  do  not  recommend  that  a 
technology  be  reimbursed,  nor  do  we  recommend  that 
reimbursement  be  denied.  Our  function  is  to  provide 
our  member  companies  with  what  we  believe  to  be  a 
comprehensive  review  of  objective  scientific  data.  It  is 
then  left  to  the  discretion  of  our  individual  member  com- 
panies to  use  that  information  in  whatever  way  they  see 
fit. 

The  HIAA  is  actively  involved  in  technology  assess- 
ment. We  use  a  forum  approach.  Thus  far,  we  have  com- 
pleted two  assessments  and  have  planned  a  third.  The 
first  assessment  concerned  the  clinical  application  of 
positron  emission  tomography  to  cardiac  imaging.  The 
proceedings  from  that  forum  are  available  from  HIAA 
as  a  public  document.  The  proceedings  from  the  second 
assessment  on  the  application  of  positron  emission  to- 
mography to  brain  imaging  will  also  be  available  from 
HIAA.  Our  third  medical  technology  assessment  will 
address  the  role  of  pancreas  transplantation  in  Type  I 
diabetes. 

As  the  number  of  new  technologies  continues  to  in- 
crease and  the  capacity  to  pay  for  them  diminishes, 
payers  face  allocation  decisions  that  sometimes  place 
them  in  opposition  to  the  traditional  goal  of  the  physi- 
cian to  do  everything  possible.  The  patient  advocacy 
role  of  the  physician  is  not  inherently  wrong  and  should 
not  be  abandoned. 

Reconciling  the  apparent  conflict  between  payers  and 
providers,  however,  is  becoming  increasingly  difficult. 
This  is  due  in  large  part  to  the  absence  of  a  universally 
acceptable  definition  that  payers  can  use  when  formu- 
lating coverage  policy  for  experimental  strategies 
whose  advantages  over  traditional  or  state-of-the-art 
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technologies  are  questionable.  Thus,  formulating 
rational  coverage  policy  for  many  new  technologies  fre- 
quently poses  difficult  allocation  decisions  for  private 
and  public  payers.  The  HIAA's  role  in  developing  defi- 
nitions of  experimental  and  state-of-the-art  will  consist 
of  providing  a  payer's  perspective  of  what  is  required  of 
the  definitions  rather  than  the  definitions  themselves. 

As  a  representative  of  HIAA,  my  role  includes  provid- 
ing an  overview  of  the  policy  issues  that  we  believe  need 
to  be  addressed  in  order  to  develop  a  technology  assess- 
ment protocol  that  can  be  used  to  determine  whether  a 
new  technology  is  experimental  or  state-of-the-art. 
From  a  payer's  perspective,  the  designation  "state-of- 
the-art"  should  correctly  identify  technologies  that  are 
judged  clinically  effective  according  to  reports  in  peer 
reviewed  scientific  literature  and/or  preponderant  ex- 
pert medical  opinion.  "Experimental"  should  clearly  in- 
dicate that  there  are  insufficient  objective  scientific  data 
to  determine  if  a  technology  is  clinically  effective.  It 
should  be  emphasized,  however,  that  the  mere  proof  of 
clinical  effectiveness  may  not  always  signal  a  change 
from  experimental  to  state-of-the-art. 

The  new  technology  must  offer  significant  advantages 
relative  to  competing  conventional  clinical  alternatives 
or  doing  nothing.  Thus,  a  change  from  experimental  to 
state-of-the-art  should  also  signify  that  there  are  suffi- 
cient objective  scientific  data  to  show  that  the  new  tech- 
nology offers  significant  clinical  benefits  and  advan- 
tages relative  to  other  technologies  used  for  the  same 
purposes. 

The  diffusion  of  a  new  technology  that  is  just  as  good 
as  one  already  in  place  simply  adds  a  layer  of  redundan- 
cy that  further  contributes  to  escalating  health  care 
costs.  "Just  as  good"  is  not  good  enough;  it  must  be  bet- 
ter. 

In  the  process  of  formulating  definitions  of  exper- 
imental and  state-of-the-art,  it  is  crucial  to  specify  the 
sources  of  scientific  data,  the  criteria,  and  the  assess- 
ment methods  that  will  be  used  to  determine  if  a  technol- 
ogy is  ready  to  move  from  experimental  to 
state-of-the-art.  In  the  case  of  emerging  technologies, 
data  from  highly  reliable  sources,  such  as  the  peer  re- 
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view  literature  or  randomized  clinical  trials,  are  not  al- 
ways available.  If  data  sources  other  than  those  con- 
tained in  the  peer-reviewed  literature  can  be  considered 
credible,  then  these  sources  and  the  circumstances  under 
which  they  are  used  in  making  a  determination  should 
be  described. 

For  example,  when  preliminary  data  strongly  suggest 
that  a  new  technology  offers  significant  advantages,  it 
may  be  necessary  to  rely  on  other  sources  of  information 
such  as  expert  medical  opinion.  If  data  and  evaluations 
from  institutions  other  than  academic  or  recognized  re- 
search institutes  are  used  in  making  a  determination  as 
to  whether  a  technology  is  experimental  or 
state-of-the-art,  the  composition  and  sources  of  finan- 
cial support  of  these  organizations  need  to  be  ascer- 
tained. 

If  and  when  universally  acceptable  definitions  of  ex- 
perimental and  state-of-the-art  come  into  existence,  an 
appropriate  technology  assessment  mechanism  will 
need  to  be  correctly  applied.  From  a  payer's  perspec- 
tive, an  appropriate  technology  assessment  protocol 
will  correctly  determine  whether  an  experimental  tech- 
nology has  evolved  into  a  state-of-the-art  technology. 

The  design  of  an  appropriate  assessment  protocol  must 
address  specific  policy  issues  that  will  ultimately  deter- 
mine the  scope  of  the  assessment  mechanism  (Figure  1 ). 
For  example,  the  strategic  policy  must  clearly  define 
and  state  the  question  the  assessment  is  asking.  If  the  ex- 
perimental technology  is  a  diagnostic  test  or  procedure, 
should  the  assessment  confine  itself  to  answering  ques- 
tions about  efficacy  and  parameters  of  test  perform- 


ance— such  as  sensitivity  or  specificity — or  should  its 
scope  be  broadened  to  include  issues  that  compare  its 
clinical  effectiveness  relative  to  conventional  technolo- 
gies used  for  the  same  purpose?  Should  proponents  be 
expected  to  provide  clear  evidence  of  improved  patient 
outcomes?  Should  the  scope  be  broad  enough  to  consid- 
er issues  of  cost  effectiveness,  such  as  marginal  utility? 

Obviously,  a  payer  would  prefer  that  a  change  in  status 
from  experimental  to  state-of-the-art  be  based  on  infor- 
mation from  assessments  with  the  broadest  possible 
scope.  Such  assessments,  however,  are  not  always  pos- 
sible or  even  practical.  Thus,  strategic  policy  must  not 
only  define  optimal  assessment  criteria  but  must  pro- 
vide a  rational  alternative  that  defines  a  baseline  or  mini- 
mum requirement  for  assessments  when  practical  or 
ethical  considerations  preclude  more  comprehensive 
evaluations. 

Strategic  policies  that  determine  the  design  of  assess- 
ments that  focus  on  experimental  technologies  must 
also  consider  the  purpose  of  the  design.  Should  assess- 
ments of  so-called  experimental  technologies  be  initi- 
ated only  if  there  is  good  reason  to  believe  that  it  will 
provide  incontrovertible  evidence  about  effectiveness? 

Since  assessments  may  not  always  provide  a  clear-cut 
answer  that  satisfies  all  interested  partieSj  the  strategic 
policy  should  define  a  comfort  level  that  must  be 
achieved  when  assessment  outcomes  show  that  the  ex- 
perimental technology  is  only  slightly  better  than  the 
established  technology  or  only  better  under  specific  cir- 
cumstances. In  other  words,  if  the  experimental  tech- 
nology is  as  good  or  better  than  the  conventional  tech- 


Figure  1.  Design  options 
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nology  10  percent  of  the  time,  can  that  be  regarded  as 
sufficient  evidence  that  it  is  no  longer  experimental  or 
must  the  new  technology  be  better  all  of  the  time  or 
somewhere  in  between? 

If  technology  assessment  results  are  used  as  a  primary 
determinant  in  coverage  decisions,  the  policies  govern- 
ing the  assessment  methodology  must  be  structured  to 
ensure  that  the  evidence  on  which  the  assessment  is 
based  includes  all  that  has  been  done  to  date.  This  ap- 
proach ensures  comprehensiveness  of  the  assessment. 
In  certain  instances,  a  thorough  and  careful  evaluation 
of  what  has  been  done  to  date  may  preclude  the  need  for 
an  immediate  assessment. 

Figure  2.  Design  of  technology  assessment 


Strategic  policy 


There  are  two  basic  design  options  that  can  be  fol- 
lowed in  doing  a  technology  assessment.  One  can  fol- 
low what  is  referred  to  as  a  pure  approach  and  design  the 
assessment  so  that  it  provides  evidence  about  the  mech- 
anism of  actions  of  a  technology.  Such  a  pure  approach 
is  a  scientific  activity  and  provides  accurate  and  un- 
biased answers  to  questions.  Payers,  on  the  other  hand, 
would  prefer  what  is  referred  to  as  a  pragmatic  design. 


The  last  crucial  element  of  the  technology  assessment 
policy  must  consider  who  is  to  be  covered  by  the  results. 
That  is  to  say,  the  policies  that  define  the  objectives  of 
the  assessment  must  weigh  the  needs  and  consider  the 
end  user's  perspective.  For  example,  an  assessment  that 
focuses  exclusively  on  safety  and  efficacy  may  be  ade- 
quate for  a  manufacturer  or  a  regulatory  agency  but  fail 
to  fully  address  the  needs  of  a  payer  who  requires  infor- 
mation about  clinical  effectiveness  or  the  effect  of  the 
technology  on  patient  outcomes.  A  payer  prefers  tech- 
nology assessments  based  on  design  options  that  ad- 
dress clinically  pertinent  questions  (Figure  2). 


Such  an  approach  addresses  and  answers  questions  that 
are  clinically  pertinent — that  is,  questions  that  are  aimed 
at  the  empirical  decisions  made  by  practitioners  prefer- 
ring one  treatment  to  another. 

Both  of  these  approaches  are  valid;  however,  in  my 
opinion  a  pragmatic  approach  would  be  much  more 
beneficial  to  a  third-party  payer. 


Question  assessment  is  to  ask 
What  answers  is  it  to  obtain 
What  has  been  to  date 
Who  is  to  be  covered  by  the  results 
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Payers'  Perspective 
Susan  Gleeson 


The  topic  of  this  conference  appears  to  have  expanded. 
We  were  to  have  addressed  experimental  or  investiga- 
tional treatments,  but  much  of  the  discussion  has  been 
about  reimbursement.  Therefore,  my  paper  will  try  to 
cover  both  topics. 

First,  let  me  address  the  investigational  exclusion. 
What  is  the  history  of  it?  Where  did  it  come  from?  Why 
do  insurers  have  it  in  their  contracts?  Second,  what  kind 
of  a  process  do  we  have  at  Blue  Cross/Blue  Shield  to  de- 
termine whether  a  technology  is  investigational?  Third, 
who  is  going  to  pay  for  medical  research?  We  have  a  se- 
rious problem  here,  and  we  need  to  address  it.  Finally,  I 
will  review  some  of  the  activities  of  insurers  on  these  is- 
sues. 

First,  where  did  the  experimental  exclusion  come 
from?  Some  people  think  it  is  recent — that  it  is  some- 
thing that  has  been  put  into  contracts.  When  we 
checked,  we  traced  it  back  to  the  1950s  and  payment 
contracts  with  hospitals  and  with  subscribers  which  spe- 
cified what  would  or  would  not  be  covered.  Although 
the  exclusion  language  was  generally  defined  as  some- 
thing not  having  regulatory  approval,  the  intent  was  to 
rule  out  things  that  were  still  being  tested. 

What  has  changed  over  the  years  is  not  the  nature  of  the 
exclusion  but  the  monitoring  and  scrutiny  of  it.  There 
was  a  time  in  America  when  our  biggest  concern  was  ac- 
cess, not  cost.  We  routinely  paid  for  many  things  so  ac- 
cess would  not  be  jeopardized.  When  costs  became  a 
major  concern  and  our  accounts  demanded  that  we  as  in- 
surers do  something,  one  consequence  was  a  closer 
monitoring  of  contract  exclusions. 

When  insurers  put  in  specific  programs,  they  began  to 
identify  many  instances  of  payment  for  inappropriate 
care.  Insurers  paid  for  inappropriate  care  because  there 
was  no  close  monitoring.  They  paid  for  hospitalizations 
that  were  not  necessary.  They  also  paid  for  investiga- 
tional procedures.  Since  the  advent  of  closer  monitor- 
ing, however,  these  situations  are  being  identified  and  in 
some  cases  denied,  causing  the  current  concern  about 
what  is  investigational  and  what  is  necessary. 

Ms.  Gleeson  is  Executive  Director,  Technology  Management  De- 
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How  do  we  make  these  decisions  at  Blue  Cross/Blue 
Shield?  We  have  been  conducting  evaluations  at  the  As- 
sociation and  advising  our  Blue  Cross/Blue  Shield  Plan 
members  for  about  20  years.  We  work  with  a  medical 
committee  and  assess  whether  a  particular  procedure  or 
device  should  be  recommended  for  coverage  or  whether 
it  is  investigational.  Our  process  has  evolved  over  that 
time  and  has  paralleled  developments  in  the  science  of 
technology  assessment.  As  the  science  has  been  up- 
dated, so  has  the  process  we  use. 

In  1985,  we  examined  our  process,  conducted  a 
year-long  study,  and  concluded  that  steps  should  be  tak- 
en to  ensure  that  our  assessments  are  objective — that  if 
anybody  else  looked  at  the  same  information,  they 
would  reach  the  same  conclusion.  We  believed  that  the 
criteria  we  used  should  be  public  so  that  when  any  de- 
vice manufacturer,  provider,  or  subscriber  asked  about 
our  position,  we  would  be  able  to  document  it.  That  is, 
we  could  say,  we  go  through  these  steps  and  this  is  our 
conclusion. 

We  worked  for  a  year  with  Dr.  David  Eddy.  He  has  a 
national  and  international  reputation  in  technology 
assessment,  and  he  helped  us  to  define  the  critical  issues. 
What  are  we  looking  for  in  a  technology  assessment,  and 
what  results  do  we  want? 

Our  first  criterion  is  that  the  technology  must  have  fi- 
nal approval  from  a  regulatory  body.  This  is  part  of  the 
contract,  but  it  is  also  important  for  performing  an  effi- 
cient technology  assessment.  Without  regulatory  ap- 
proval, it  makes  no  sense  to  go  forward.  This  is  a  critical 
but  not  necessarily  a  sufficient  condition. 

So,  the  technology  must  have  final  approval  from  a 
regulatory  body — in  most  cases,  this  is  the  Food  and 
Drug  Administration  (FDA);  for  drugs,  final  approval 
means  being  automatically  covered.  Devices  must  also 
meet  FDA  approval,  but  this  does  not  necessarily  mean 
coverage.  Most  of  you  probably  know  that  many  of  the 
devices  that  are  approved  by  the  FDA  are  approved 
through  a  process  that  does  not  consider  safety  and  ef- 
fectiveness. Rather,  they  receive  grandfather  approval 
because  they  are  similar  to  a  device  that  existed  prior  to 
1976  when  the  device  amendment  was  established. 
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Regulatory  approval  is  a  threshold  criterion.  Anything 
that  does  not  meet  our  subsequent  criteria  would  be  con- 
sidered investigational.  Therefore,  it  is  quite  simple: 
without  the  appropriate  approval,  the  technology  is  con- 
sidered investigational. 

There  also  must  be  scientific  evidence  that  permits 
conclusions  concerning  the  effect  of  the  technology  on 
health  outcomes — that  is,  there  must  be  some  published 
evidence  about  the  benefits  and  risks  of  using  the  inter- 
vention. This  allows  us  to  do  an  assessment.  If  there  are 
no  published  articles,  it  would  be  considered  investiga- 
tional. If  there  is  nothing  that  can  be  concluded  from 
published  articles  or  the  studies  are  flawed — such  as  not 
having  a  control  group — the  technology  would  be  con- 
sidered investigational. 

Most  importantly,  the  technology  must  improve  the 
net  health  outcome.  When  we  examined  our  process 
and  various  issues  including  language  used  such  as  "safe 
and  effective,"  questions  arose.  For  example,  exactly 
how  safe  and  how  effective  is  it?  Is  it  highly  effective? 
Or  is  it  only  marginally  effective? 

We  decided  to  use  concrete  terms  that  we  could  identi- 
fy and  quantify  in  the  studies.  Our  use  of  net  outcome 
includes  several  components.  Does  the  technology's 
use  lengthen  or  improve  the  quality  of  life?  Does  it  in- 
crease the  ability  to  function? 

The  important  point  is  that  we  are  addressing  the  bot- 
tom line  of  health  care.  Frequently,  you  may  have  an  in- 
tervention that  makes  a  difference  within  the  person.  It 
lowers  blood  pressure;  it  increases  blood  pressure;  it 
shrinks  a  tumor;  it  does  something.  The  result  is  a  physi- 
ological change,  but  you  want  to  know  whether  that 
change  make  a  difference  in  the  bottom  line.  Does  that 
person  live  longer?  Is  the  quality  of  life  better,  or  is  the 
ability  to  function  better? 

If  this  criterion,  which  we  think  is  the  most  critical,  is 
met,  then  we  go  on  to  ask  if  the  technology  is  as  benefi- 
cial as  technologies  currently  existing.  We  do  not  want 
to  approve  coverage  for  technologies  that  are  less  effec- 
tive than  what  exists. 

The  final  criterion  addresses  whether  net  improvement 
is  attainable  outside  the  research  setting.  We  might  stip- 
ulate that  the  technology  should  only  be  used  in  certain 
settings,  but  this  will  not  stop  the  technology  from  being 
approved. 

So  if  we  go  through  the  whole  process  and  find  that  all 
five  criteria  are  met,  we  say  that  the  technology  is  eligi- 
ble for  coverage.  If  none  of  the  criteria  are  met,  it  is  con- 
sidered investigational. 

An  important  issue  addressed  at  this  conference  is 
what  the  term  "investigational"  means.  In  Blue  Cross/ 
Blue  Shield  Plan  contracts,  it  only  means  one  thing;  it 
means  that  all  of  the  criteria  are  not  met.  We  do  not  argue 


about  whether  it  is  in  a  clinical  trial;  a  technology  could 
be  in  a  clinical  trial  and  still  be  paid  for.  For  example, 
frequently  in  cancer  research  two  standard  treatments 
are  compared.  Just  because  they  are  in  a  clinical  trial 
does  not  make  them  investigational.  The  only  critical 
thing  for  Blue  Cross/Blue  Shield  is  whether  the  treat- 
ments meet  the  criteria. 

How  do  we  conduct  this  process?  The  staff  that  per- 
forms our  technology  assessments  are  Ph.D.-  or 
M.D.-prepared.  They  all  have  a  strong  background  in 
the  review  of  research  literature.  They  go  through  the 
criteria  in  writing  their  assessment — whether  there  was 
approval  from  the  FDA;  the  number  of  relevant  studies 
in  the  published  literature;  the  types  of  studies,  whether 
they  were  randomized  and  controlled  or  case  series; 
what  the  outcomes  were;  what  the  benefits  and  risks 
were — and  finally  reach  a  conclusion.  Then  the  draft 
assessment  goes  to  a  review  body  within  the  Blue  Cross/ 
Blue  Shield  system.  It  is  called  the  Medical  Advisory 
Panel  and  is  composed  of  physicians  who  review  the 
draft  and  decide  whether  it  is  accurate  and  should  be  dis- 
seminated to  Blue  Cross/Blue  Shield  plans.  This  year 
we  began  adding  external  members  to  the  panel.  We 
now  have  on  the  panel  a  noted  oncologist  from  Dana 
Farber,  a  technology  assessment  expert,  and  the  head  of 
the  assessment  program  at  Johns  Hopkins.  Next  year  we 
intend  to  expand  it  further. 

Also,  for  life-threatening  situations,  we  want  to  be  sure 
that  we  have  all  the  data  so  we  do  not  wait  for  publica- 
tions. For  a  life-threatening  issue,  we  invite  the  re- 
searchers to  present  their  data  to  the  panel.  For  example, 
we  recently  did  this  for  lung  transplants  and  autologous 
bone  marrow  transplants  for  breast  cancer. 

Finally,  our  goal  is  to  open  our  process  to  the  public, 
and  we  are  moving  in  that  direction.  Our  Blue  Shield  of 
California  plan  conducts  all  of  its  technology  assess- 
ments in  a  public  forum,  and  the  Association  will  be  do- 
ing that,  too,  so  that  everybody  can  see  the  evidence. 

One  of  the  interesting  things — and  it  is  being  echoed 
throughout  this  conference — is  that  people  think  insur- 
ers do  not  pay  for  certain  things  because  they  cost  too 
much.  I  just  reviewed  our  assessment  process,  and  cost 
is  not  a  criterion.  We  do  not  address  cost;  we  do  not  even 
include  how  much  something  costs.  Our  assessment  is 
strictly  clinical,  and  the  clinical  decision  is  made  by  phy- 
sicians. 

Also,  there  are  two  nonvoting  members  of  the  panel 
who  assist  us  in  keeping  the  discussions  true  to  the  crite- 
ria. We  do  not  accept  any  anecdotal  evidence  from  pro- 
ponents. David  Eddy  sits  on  the  committee  as  a  nonvot- 
ing member  and  monitors  criteria  use.  We  also  have  a 
nonvoting  ethicist,  Al  Jonsen,  from  the  University  of 
Washington.  He  has  been  with  us  for  several  years  and 
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helps  us  with  ethical  issues.  For  example,  is  it  medically 
necessary  to  be  pregnant?  This  question  is  relevant  to  in 
vitro  fertilization.  Or  is  it  ethical  to  limit  access  by  age? 
For  instance,  should  organ  transplants  only  be  for  peo- 
ple under  age  55? 

Many  of  today's  concerns  would  be  lessened  if  insur- 
ers did  not  use  the  term  "investigational."  It  would  be 
much  clearer  if  we  just  said  this  is  what  we  pay  for  and 
this  is  what  we  do  not  pay  for.  Everybody  has  a  different 
definition  for  investigational,  so  reaching  a  consensus 
on  how  the  term  should  be  used,  particularly  if  reim- 
bursement is  involved,  is  not  likely. 

When  I  began,  I  said  that  the  issue  of  paying  for  medi- 
cal research  is  fundamental  to  this  conference.  Why  is  it 
an  important  issue  today,  and  why  is  Congress  inter- 
ested? Why  is  there  a  push  for  insurers  to  pay  for  tech- 
nologies that  are  investigational?  Why  is  this  happening 
now  and  not  5  years  ago? 

It  is  partly  because  much  of  the  previous  funding  has 
dried  up.  Another  presenter  at  this  conference  said  that 
more  money  is  going  into  health  care  delivery  than  into 
medical  research.  The  Federal  commitment  to  medical 
research  has  slowed.  There  is  less  relative  money.  The 
philanthropic  foundations'  contributions  to  medical  re- 
search have  tightened;  we  just  do  not  have  the  funding 
that  we  need  for  medical  research. 

What  can  we  do  about  this?  Some  say  the  Federal 
Government  should  do  more.  That  is  not  practical  or 
realistic.  The  political  will  for  increasing  the  budget  for 
medical  research  does  not  currently  exist. 

Others  say,  make  the  insurers  pay,  but  we  are  just  a  pass 
through.  You  could  require  us  to  pay  for  everything  that 
is  investigational,  and  that  is  an  option.  Only  it  is  coun- 
terproductive. Right  now,  we  have  37  million  Ameri- 
cans who  are  uninsured,  50  percent  of  whom  are 
employed  but  cannot  afford  insurance.  So  making  us 
pay  for  investigational  procedures  will  only  add  to  our 
premiums  and  result  in  more  people  being  uninsured. 
You  cannot  increase  the  cost  without  decreasing  access 
in  today's  environment. 

This  issue  is  important.  It  is  an  issue  for  which  we  need 
a  public  debate,  but  everybody  involved  in  health  care 
must  contribute.  One  group  cannot  solve  this. 

A  demonstration  project  in  which  Blue  Cross/Blue 
Shield  is  involved  epitomizes  the  current  struggle.  The 
issue  is  the  use  of  high-dose  chemotherapy  with  autolo- 
gous bone  marrow  transplants  for  women  with  breast 
cancer. 

One  out  of  nine  women  in  our  country  gets  breast  can- 
cer. Current  treatments  are  not  very  effective,  particu- 
larly for  the  later  stages  where  survival  is  no  better  than 
20  percent.  Recently  in  the  oncology  community,  re- 
searchers have  started  using  autologous  bone  marrow 


rescue  in  conjunction  with  very  high  dose  levels  of  che- 
motherapy, which  sounds  logical.  They  believe  that  in-  - 
creasing  the  dose  levels  will  be  more  effective,  so  they 
remove  the  bone  marrow,  give  very  high  doses  of  che- 
motherapy, and  then  reinfuse  the  bone  marrow. 

Researchers  started  using  this  treatment  in  women  in 
desperate  situations,  and  it  reached  the  point  where 
many  of  the  researchers  concluded  that  this  was  the  only 
chance  some  women  had — autologous  bone  marrow 
transplants  as  part  of  their  breast  cancer  treatment.  The 
data,  however,  did  not  show  any  improvement — that 
these  women  were  better  off  than  if  they  had  received 
conventional  chemotherapy.  That  is  unfortunate,  but 
then  you  might  ask,  why  are  we  paying  for  this  treatment 
if  it  is  no  better  than  what  currently  exists.  Its  effective- 
ness is  questionable,  since  women  live  as  long  with  con- 
ventional chemotherapy. 

In  the  summer  of  1990,  there  were  an  unprecedented 
number  of  law  suits  over  this  treatment  and  whether  it  is 
investigational.  The  key  issue  was  who  should  pay  for 
it.  It  is  very  expensive.  Most  people  cannot  afford  it 
themselves,  so  we  were  sued  when  we  denied  it.  We  be- 
lieved we  had  solid  grounds,  but  it  was  very  poor  public 
relations.  People  thought  that  the  only  alternative  they 
had  was  being  cut  off. 

We  could  have  paid.  That  would  have  been  easy.  It 
would  have  been  simple,  resulting  in  no  more  law  suits 
and  improved  public  relations;  however,  if  it  was  not  as 
good  as  conventional  chemotherapy,  we  would  be  stim- 
ulating wide  diffusion,  and  some  day  down  the  road,  we 
would  conclude  that  it  did  not  work.  This  story  is  similar 
to  that  of  radical  mastectomy. 

Or  we  could  help  collect  needed  data.  The  only  con- 
sensus that  existed  was  that  a  randomized  trial  was  need- 
ed, so  why  not  put  together  a  randomized  trial  and  see 
which  is  better?  We  contacted  the  National  Cancer  Insti- 
tute (NCI)  and  decided  to  work  with  them  and  fund  the 
trial. 

It  might  be  a  prototype  for  addressing  similar  issues. 
The  NCI  decided  what  the  protocols  would  be.  There 
are  two  for  stage  II  and  two  for  stage  IV.  The  NCI  de- 
cided which  institutions  would  be  involved.  We  nego- 
tiated the  fee  with  the  institutions.  We  said  that  the  pro- 
cedure is  investigational,  and  that  is  what  we  still  say. 
We  do  not  consider  it  eligible  for  coverage.  Completely 
new  contracts  were  written.  We  said  that  we  were  sup- 
porting a  clinical  trial  involving  an  investigational  pro- 
cedure to  determine  if  it  works,  and  if  it  does,  we  will 
routinely  cover  it.  If  it  does  not  work,  we  will  put  our 
money  somewhere  else. 

This  is  a  good  example  because  it  shows  how  percep- 
tions change.  There  were  researchers — and  I  am  not 
criticizing  them — who  said  that  women  needed  the  pro- 
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cedure  or  they  would  die;  but  once  the  clinical  trial  was 
agreed  to,  the  researchers  were  no  longer  saying  that  the 
procedure  was  better  than  conventional  treatment.  In- 
deed, assigning  people  at  random  to  treatments  in  a  clin- 
ical trial  is  unethical  if  one  treatment  is  clearly  superior. 

Now  the  researchers  are  saying  that  the  treatments  are 
equivalent.  We  really  do  not  know  which  one  is  best.  As 
insurers,  our  perceptions  changed,  too.  We  originally 
said  that  we  would  not  pay,  but  now  we  are  paying  about 
50  percent  with  the  institutions  covering  the  rest.  It  is  a 
partnership.  The  patients  have  no  financial  responsibil- 
ity. We  think  this  is  good.  Maybe  it  is  a  prototype — I 
don't  know — but  it  has  served  us  well  here.  Instead  of 
everybody  arguing  over  whether  it  is  investigational,  we 
said  that  we  would  find  a  way  to  help  share  the  cost.  The 
researchers  went  forward  with  a  very  important  clinical 
trial,  and  I  am  not  so  sure  that  it  would  have  been  con- 
ducted had  we  not  decided  to  pay.  So  there  are  some  les- 
sons to  be  learned. 

There  are  other  issues  that  we  still  need  to  address. 
How  are  we  going  to  get  data?  We  have  the  criteria,  and 
the  principles  that  I  reviewed  are  accepted  both  national- 
ly and  internationally.  Everyone  agrees  that  you  need  a 
regulatory  body;  you  have  to  know  something  about  the 
benefits  and  risks;  you  should  improve  health  outcomes. 
These  principles  are  generic.  Having  more  criteria  on 
which  to  base  decisions  is  not  the  issue.  The  important 
issue  is  data,  and  this  is  where  the  insurers  can  start  help- 
ing. We  have  looked  at  technologies  that  are  already  in 
existence  and  concluded  that  we  spend  a  fortune  on 
many  things  about  which  we  know  nothing.  There  have 
been  no  trials.  So  insurers  should  start  supporting  clini- 
cal trials  on  technologies  already  in  use. 

We  are  paying  now,  so  the  additive  dollars  will  be 
minimal.  Thus,  we  just  cannot  eliminate  an  existing 
treatment  because  there  are  no  studies.  What  we  can  do 
is  conduct  the  clinical  trial  to  see  if  there  is  value  in  the 
treatment  or  conditions  under  which  its  use  is  medically 
justified. 

We  need  an  authoritative  body  on  medical  technology 
assessments.  We  have  the  FDA,  but  it  is  a  good  source 


only  for  drugs.  It  has  a  limited  authority  for  devices,  and 
we  have  no  authority  for  medical  procedures. 

Actually,  when  you  think  about  this  scientific  work,  it 
is  interesting  that  the  insurers  are  doing  it.  We  do  this 
kind  of  work  because  we  have  no  other  sources  to  which 
we  can  turn.  We  have  sources  on  drugs  but  not  for  other 
treatments. 

The  insurers'  administrative  costs  incorporate  tech- 
nology assessments.  At  Blue  Cross/Blue  Shield,  it  costs 
$30,000  to  do  one  technology  assessment,  which  is 
probably  the  going  rate  or  somewhat  lower.  The  com- 
mercial insurers  such  as  Prudential,  Aetna,  and  CIGNA 
also  perform  technology  assessments.  We  are  frequent- 
ly assessing  the  same  technologies.  Recently,  we  have 
been  talking  about  pooling  our  resources  to  fund  com- 
mon technology  assessments.  It  would  be  much  more 
efficient.  That  is  one  of  the  things  that  insurers  can  do, 
and  we  will  be  moving  forward. 

Finally,  I  would  like  to  reiterate  that  I  do  not  think  the 
issue  is  whether  something  is  investigational  or  whether 
investigational  is  on  a  continuum.  The  insurer  must 
have  a  process  that  ultimately  concludes  whether  some- 
thing will  be  covered  or  not. 

We  are  payers.  What  you  want  to  hear  is,  yes,  we  are 
paying;  no,  we  are  not  paying.  You  do  not  want  to  hear 
maybe  we  will  pay.  You  do  not  want  to  hear  that  we  are 
looking  at  it.  So  we  must  have  a  cutoff  point. 

I  hope  that  I  have  clarified  what  we  mean  by  investiga- 
tional. Our  dialogue  should  separate  what  is  investiga- 
tional from  what  is  general  practice  and  should  be  reim- 
bursed. They  are  two  different  concepts  that  should  not 
be  distorted  for  payment  purposes.  It  would  be  very  ap- 
propriate to  say  that  you  think  all  investigational  proce- 
dures should  be  covered.  This  is  different  from  saying 
that  a  particular  procedure  should  or  should  not  be  clas- 
sified as  investigational. 

I  would  like  to  see  the  next  conference  address  who 
should  pay  for  medical  research.  We  all  have  a  responsi- 
bility, and  it  is  one  of  those  issues  that  must  be  addressed. 
Focusing  on  what  is  experimental  or  investigational  is 
not  the  issue. 
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Discussion/Questions  and  Answers  -  Session  5 


Comment:  [Dr.  Holohan]  I  agree  with  the  basic 
principles  of  Ms.  Gleeson's  remarks,  but  if  the  ques- 
tion is  "what  is  appropriate  care?"  we  should  have 
the  same  arguments  about  the  definition  of  "appro- 
priate" that  we  have  about  "investigational"  or  "ex- 
perimental." I  am  not  sure  that  particular  word  is 
the  issue. 

Q:  [Peter  Rheinstein,  M.D.,  J.D.,  Food  and  Drug 
Administration]  I  have  a  question  for  Ms.  Gleeson. 
Does  your  nonacceptance  of  Food  and  Drug  Admin- 
istration (FDA)  device  approval  as  a  criteria  for  re- 
imbursement extend  only  to  the  510Ks  or  to  the  pre- 
marketing approvals  (PMAs)  as  well? 

A:  [Ms.  Gleeson]  It  applies  to  both.  With  the  PMA, 
the  companies  have  shown  the  FDA  much  more  infor- 
mation on  safety  and  effectiveness,  and  we  frequently 
request  that  information  from  the  FDA  so  we  do  not  con- 
duct the  same  investigations.  The  only  reason  at  that 
point  that  a  PMA  is  not  automatically  covered  is  because 
of  criterion  4,  where  we  want  to  know  if  it  is  as  effective 
as  the  existing  alternative,  so  we  do  that  comparison;  a 
PMA  can  go  from  criterion  1  all  the  way  to  criterion  4 
and  be  evaluated  there.  But  with  the  5  lOKs,  we  do  not 
accept  that  as  a  criterion  for  coverage. 

Q:  [Dr.  Holohan]  Dr.  Rheinstein,  will  you  explain 
what  a  510K  is? 

A:  [Dr.  Rheinstein]  51  OK  is  a  finding  of  substantial 
equivalence  to  a  device  that  was  in  the  marketplace  prior 
to  1976.  The  law  does  not  require  any  demonstration  of 
safety  or  efficacy.  Essentially,  it  is  just  a  finding  of  "as 
effective  as"  and  not  "less  safe  than." 

Q:  [Marvin  Shapiro,  M.D.,  Medical  Consultant, 
Los  Angeles,  C  A]  I  have  a  question  for  Ms.  Hummel. 
If  I  understood  correctly,  Medicare  would  not  cover 
an  autologous  bone  marrow  transplant,  which  is  an 
impressively  expensive  procedure,  but  would  cover 
the  complications  stemming  from  it,  which  are  even 
more  expensive.  If  I  am  right,  how  does  the  Health 
Care  Financing  Administration  (HCFA)  justify  that 
position  and  what  is  the  rationale  behind  it? 

A:  [Ms.  Hummel]  Again,  it  is  important  to  point  out 
that  cost  is  not  necessarily  the  consideration.  Our  policy 
has  been  that  when  the  sole  purpose  for  admission  to  a 
hospital  is  for  a  noncovered  service,  then  all  of  the  ancil- 


lary services  provided  are  also  not  covered.  What 
evolves  from  a  complication  that  may  arise  from  investi- 
gational therapy,  however,  is  a  medically  necessary  or 
covered  hospital  admission  as  a  result  of  whatever  com- 
plication took  place.  Therefore,  the  cost  of  that  care 
would  be  covered  because  the  hospital  admission  and 
the  medical  necessity  of  the  patient's  condition  would 
warrant  hospitalization.  The  fact  that  it  may  end  up  cost- 
ing more  than  the  cost  of  the  care  for  the  investigational 
therapy  is  coincidental.  That  is  not  a  consideration. 

Q:  [Dr.  Shapiro]  Ms.  Gleeson,  what  is  the  position 
of  Blue  Cross/Blue  Shield  on  complications  of  inves- 
tigational procedures? 

A:  [Ms.  Gleeson]  Many  of  the  plans  are  autonomous 
and  have  different  approaches.  The  majority,  though, 
exclude  in  their  contracts  the  complications  resulting 
from  an  investigational  procedure. 

Q:  [Holly  Dawkins,  Institute  of  Medicine]  Ms. 
Hummel,  I  found  your  presentation  very  useful.  Is  it 
HCFA's  rock-bottom  mission  to  protect  the  trust 
funds  or  is  it  to  provide  care  that  meets  a  certain  ba- 
sic level  of  qualifying  criteria? 

A:  [Ms.  Hummel]  Most  importantly,  we  pay  for  care 
through  a  trust  fund  mechanism,  and  in  expending  the 
trust  funds,  it  is  vital  that  we  pay  for  quality  care — we 
pay  for  the  best  care  that  we  can  get  for  our  beneficiaries. 
In  looking  at  that,  we  want  to  make  sure  that  what  they 
get  works,  that  there  is  some  proven  safety  and  efficacy 
so  that  the  quality  of  the  care  is,  in  fact,  proven.  In  terms 
of  "protecting  the  trust  fund,"  we  try  to  expend  our  fi- 
nancial resources  the  best  way  we  can  so  that  our  benefi- 
ciaries have  the  best  care  they  can  get. 

Q:  [Dennis  Cotter,  Medical  Technology  and  Prac- 
tice Patterns  Institute]  I  have  a  question  for  Ms. 
Gleeson.  Have  you  ever  gone  through  one  of  your 
technology  assessments,  either  one  in  process  or 
completed,  and  been  challenged  legally  for  those 
assessments  where  you  decided  not  to  cover,  and 
have  you  reversed  your  position  because  of  that  legal 
challenge? 

A:  [Ms.  Gleeson]  I  should  probably  begin  by  explain- 
ing that  I  am  with  the  association,  not  with  the  plan.  At 
the  association,  we  do  not  have  any  contracts  or  deny 
coverage,  so  we  cannot  be  sued  for  that.  Plans  could  use 
our  information,  and  they  could  be  sued.  At  the  associ- 
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ation,  we  were  sued  for  an  antitrust  violation.  The  par- 
ticular device  was  investigational.  No,  we  did  not 
change  our  position  as  a  result  of  the  suit.  The  suit  was 
settled,  and  there  was  no  financial  settlement. 

Comment:  [J.  Jarrett  Clinton,  M.D.,  Administrator, 
Agency  for  Health  Care  Policy  and  Research]  In 
closing,  I  am  very  appreciative  of  the  time  and  effort 
that  many  of  you  have  made  both  to  be  here  and  to 
contribute.  We  have  demonstrated  again  that  the 


Agency  of  Health  Care  Policy  and  Research  can 
bring  folks  together  who  would  not  normally  discuss 
a  specific  health  care  system  issue,  and  we  gain  from 
it.  The  idea  that  this  may  lead  to  some  other  gather- 
ing is  probably  a  correct  one,  and  we  will  assess  this 
information  and  would  welcome  hearing  from  you 
privately  or  publicly  on  whether  you  think  we  need 
to  come  together  again  at  some  future  date.  Thank 
you  very  much  for  being  here. 
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